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AND MORE primary hyperaldostero- 
nism are being reported the literature, and 
awareness the syndrome becoming more 
widespread. With the advent drugs which 
antagonize the peripheral action aldosterone 
became evident that they might useful dif- 
ferentiating patients with primary aldosteronism 
from patients with hypertension due other 
causes. When new aldosterone antagonist (S.C. 
9420 Aldactone®}) became available for investi- 
gation the winter 1958-59, was decided 
administer the drug patient who was believed 
have primary hyperaldosteronism and whom 
the diagnosis was subsequently confirmed surgi- 
cal exploration. 

The effect this new drug patient with 
primary hyperaldosteronism, and three other 
patients with hypertension due other causes, 
the subject this report. 


L.K.C., 68-year-old Chinese, was first admitted 
St. Michael’s Hospital April 29, 1958, with 
severe muscle weakness involving the proximal girdle 
muscles and the neck muscles, blood pressure 
200/100 mm. Hg, and slight cardiac enlargement. 

When four days had elapsed, and the muscle weak- 
ness cleared, was found have serum sodium 
value 154 serum chloride 98.2 mEq. 
and serum potassium 3.2 Levels 
17-ketosteroids and 17-hydroxycorticoids the urine 
were normal, and showed normal response when 
ACTH was administered the patient. 

After one month hospital, during which time 
there was little change the serum electrolyte values, 
and after four days’ preparation with salt 
the patient had urinary aldosterone excretion 
pg./24 hours (normal 3-10 hours). 


*From the Department Medicine and Biochemistry, St. 
Michael’s Hospital, Toronto, and the Department Medicine, 
University Toronto. 

employed this study was previded through the 
generosity Dr. Clarence Gantt, Division Clinical Re- 
search, Searle Company, Chicago, Illinois. 


1289 


DECEMBER 17, 1960 VOL. 83, NO. 


Three months later when the serum sodium value 
was 153-154 serum potassium 
and CO, content was 27.5 the urine 
aldosterone measured yg. per hours. 

November 20, 1959, the patient was readmitted 
with severe muscle weakness; serum sodium value 
was 151 serum potassium 2.1 and 
CO, content 39.4 After correction the 
electrolyte disturbance his muscle power returned. 

The patient was operated upon December 15, 
1959; bilateral hyperplasia the adrenals was found. 
Total weight the adrenals was 15.9 There was 
small cortical adenoma, mm. diameter, the 
right adrenal. 


Postoperatively the patient’s blood pressure dropped 


130/70 mm. and finally stabilized 170/90. 


was sent home from hospital and told take 
12.5 mg. twice daily and 0.05 mg. a-fluoro-hydrocorti- 
sone daily. Serum sodium value the time reporting 
147° and serum potassium 4.7 
Lowering the dose results 
elevation the serum potassium lowering 
the serum sodium levels. 

The diagnosis was considered proved because the 
patient had the history, physical findings, and electro- 
lyte disturbances characteristic the disease; the 
electrolyte disturbance was reversed adrenalectomy; 
urine levels aldosterone were high two separate 
occasions when diuretic drugs had been withdrawn for 
least one month; and bilateral adrenal hyperplasia 


and small adrenal cortical adenoma were found 
operation. 


STUDY 


March 14, 1959 (i.e. before the 
patient was given diet containing 250 mEq. 
sodium and approximately mEq. potassium. 
was given exactly the same food every day for 
the duration the study. addition the diet 
was given sodium chloride tablet form 
divided doses throughout the day. The patient was 
remarkably co-operative throughout the study and 
there were returns during the entire period. 

After initial three days, allowed for equilibra- 
tion, the urine was collected and refrigerated. Ali- 
quots the 24-hour samples urine were ob- 
tained and measured for sodium and potassium 
content, and the remainder the entire specimen 
for the last hours each period was saved for 
estimation urinary aldosterone, The total output 
sodium and potassium for each period was 
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Fig. 1.—The effect administering spironolactone (Aldactone S.C. 9420) patient 
with primary hyperaldosteronism during asymptomatic period shown this graph. 
There was rise serum potassium level, decrease potassium excretion, and in- 
crease sodium excretion when the drug was administered. dose 2400 mg. per day 
caused marked rise serum potassium and fall serum sodium values. 


calculated and expressed hours. After 
eight-day control period, the patient was given 
spironolactone (Aldactone) dosage 600 
hours. This was increased stepwise fashion 
total 1200 mg./24 The drug was then 
discontinued for days and re-started dose 
2400 hours (see Fig. 1). 

order determine whether the changes 
the urine and serum brought about the drug 
were specific for patients with primary hyperaldos- 
teronism would occur patients with hyperten- 
sion due other causes, short-term trials with the 
drug were carried out with three patients (see Fig 

One patient, H.D., had essential hypertension 
severe degree (blood pressure 260/150). 

K.C. had malignant hypertension, papilledema 
and blood pressure 250/140. 

N.E. had Cushing’s disease and malignant hyper- 
tension (blood pressure 240/150). 

Each these patients was given the same diet 
the patient with primary hyperaldosteronism for 
hours before urine was collected and throughout the 
study. Spironolactone was given the maximum 
dose received L.K.C., i.e. 2400 mg./24 hours for 
three days. Urine was collected and analysed for 
potassium and sodium content throughout the study 
periods and for evidence aldosteronism prior 
treatment spironolactone. Serum 


cally obtained for sodium and potassium estima- 
tions (Fig. 2). 


RESULTS 


Slight sodium diuresis occurred the patient 
with primary hyperaldosteronism and one the 
control patients. There was definite retention 
potassium all patients. This retention was 
greater the patient with primary hyperaldos- 
teronism than the others. can seen that the 
urine aldosterone levels all patients were within 
the normal range, including that the patient with 
primary hyperaldosteronism (Figs. and 2). The 
only real difference response the patient with 
primary hyperaldosteronism was definite rise 
the serum potassium level which did not occur 
any the other patients with hypertension. There 
was significant change blood pressure any 
the patients the urine levels aldosterone 
the patient with primary hyperaldosteronism. 


The new aldosterone antagonist, spironolactone, 
produced rise the serum potassium level 
case primary hyperaldosteronism. This line 
with the experience others using earlier aldo- 
sterone Very large doses spirono- 
lactone given for three days failed cause any 
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Fig. 2.—The effect administering spironolactone (Aldactone S.C. 9420) three 
patients with hypertension shown this graph. There was definite decrease potassium 
excretion all three cases, but significant effect serum potassium. 


change the serum potassium value three other 
hypertensive patients whose illness might have 
been mistaken for primary hyperaldosteronism. 

From these observations the following tentative 
conclusion may drawn. patient with hyper- 
tension and low low normal serum potassium 
value, who has not been receiving thiazide 
mercurial drug, and who has other obvious 
cause for hypokalemia, rise the serum potas- 
sium level after administration spironolactone 
suggests that mineralocorticoid excess 
sponsible for the hypokalemia and the hypertension. 
our experience this has proved true time 
when the urine level aldosterone was well within 
the normal range. 


Kistler and his group had similar experience with 
precursor spironolactone, S.C. 8109, patient 
with mineralocorticoid excess due 
adrenal Salassa using S.C. 
8109, reported rise the serum potassium level 
which was associated with decline the CO, 
content the serum, marked sodium diuresis and 
moderate potassium retention patient time 
when the urine aldosterone was elevated. the 
postoperative state, when only trace amounts 
aldosterone were present, there was effect. 


Conn and his group found that S.C. 8109 seemed 
antagonize aldosterone patient with primary 
hyperaldosteronism only when the dietary sodium 
was low.® 

Our experience differs from that Salassa 
that there was rise urine aldosterone con- 
tent while our patient was receiving spironolactone, 
whereas his patient had marked rise urine 
aldosterone. 

The test has served differentiate between 
single instance primary hyperaldosteronism and 
hypertension due other causes three individ- 
uals. one these, patient with 
disease, the serum sodium level was relatively high 
and the serum potassium relatively low, that the 
syndrome primary aldosteronism was partially 
mimicked, but there was rise the serum 
potassium level after spironolactone administration. 

further experience with this drug confirms 
these observations, the rise serum potassium level 
after large doses spironolactone for 
period time may prove better test for excess 
secretion aldosterone than measurement the 
substance the urine. any event, further trial 


the drug patients with primary hyperaldosteron- 
ism seems 


SUMMARY 


Use new aldosterone antagonist, spironolactone 
(Aldactone), the diagnosis primary hyperaldos- 
teronism described. caused definite rise the 
serum potassium level patient with primary hyper- 
aldosteronism who was excreting normal amounts 
aldosterone his urine the time the test was per- 
formed. failed cause any rise the serum potas- 
sium level three patients with hypertension due 
other causes, though caused retention potassium 
all cases. 
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Dr. Gornall, Department Pathological Chemistry, 
University Toronto, very kindly performed the urine 
aldosterone estimations. 

are indebted Miss Maria Punak for technical as- 
sistance, and Reverend Sr. Mary Frederick and her 
for the diet. 

study these cases was made possible the co- 
operation Dr. Wilson, Dr. Alick Little and Dr. 
Marotta the staff St. Michael’s Hos ital, and Dr. 
Rapoport the Toronto Western Hospital 
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RESPIRATORY RATE PATTERNS 
THE NEWBORN 


TAYLOR, M.B., Ch.B., F.R.C.P.[C] and 
WATKINS, M.B., Ch.B., Edmonton, Alta. 


ALBERTA Perinatal Mortality Committee’ re- 
ported that for the years 1955-57, 8.4% 2518 
perinatal deaths were due abnormal pulmonary 
ventilation. The majority these deaths were 
classified the basis the pathological report 
hyaline membrane formation, atelectasis other 
abnormality the lung. Clinical information con- 
cerning the severity respiratory distress experi- 
enced these infants before death was almost 
non-existent. reviewing this series deaths, 
became obvious that there was great need 
even the simplest clinical observation respiratory 
function the newborn. 

The respiratory rate one the simplest 
measurements respiratory function, but single 
measurement respiratory rate can influenced 
too many variable factors much value. 
Miller and Conklin* suggested that observations 
the respiratory rate regular intervals during 
the first few days life could considerable 
value. Their initial study full-term infants 
and premature infants showed that the infants 
could classified into one three groups accord- 
ing the pattern their respiratory rate. Group 
included infants whom the respiratory rate 
remained around average per minute for 
the first four days life. Group included infants 
with respiratory rate over per minute the 
first hour life followed decline per 
minute before hours age. Group III included 
infants with respiratory rate less than per 
minute when first recorded, followed rise 
above per minute within hours. Infants 
Group were essentially normal. Infants Group 
III suffered from respiratory distress, and experi- 
enced high mortality. The significance the 
Group respiratory pattern was not apparent. 
Subsequent reports have supported the validity 
these 


*From the Department Pediatrics, University Alberta. 


The observations recorded this paper were 
made order assess the practical value 
routine recording respiratory rates newborn 
infants, and applying Miller’s criteria the re- 
sults obtained. addition the respiratory rate 
patterns were correlated with birth weight, mode 
delivery, and neonatal deaths. 


METHOD 


Respiratory rates were recorded all newborn 
infants admitted the Premature Nursery the 
University Alberta Hospital during the period 
one year from November 1957, October 31, 
1958. These infants were all delivered the hos- 


and either (1) weighed less than 2500 g., 


(2) were delivered Cesarean section, (3) 
were judged poor condition the time 
delivery. There were 342 such infants out 
total 1970 live births the hospital. Fifty-four 
the 342 infants were excluded from analysis be- 
cause gross congenital defects, hemolytic disease 
inadequate records, leaving total study group 
288 infants, whom died within the first 
week life. 


Respiratory rates were also recorded control 
group healthy full-term infants with birth 
weight greater than 2500 Each infant was de- 
livered per vaginam following uneventful preg- 
nancy and labour. 

The nursing staff measured the respiratory rate 
counting the number breaths over period 
one minute. The initial recording respiratory 
rate was made within the first hour life, and 
thereafter the recordings were continued every 
two hours for the first hours, and every four 
hours for the second hours. Observations were 
made without disturbing the infant, and rates were 
not recorded while the infant was restless crying. 

autopsy was performed each the ten 
infants who died. 

Microscopic sections the lungs were reviewed 
independently three examiners. The pathological 
diagnosis pulmonary lesions represented 
agreement opinion between least two the 
three examiners. 
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RESULTS 
The Control Group 


The respiratory rates the control group 
infants are shown Table The average respira- 
tory rate the first hour life was per minute. 
This was followed decline average rate 
per minute for the remaining four days 
observation. The highest respiratory rate recorded 
this group was per minute. Respiratory rates 
excess per minute were recorded once 
each five infants one more occasions during 
the first four days life. The infants the control 


group remained free any illness during their 
stay hospital. 
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TAYLOR AND RESPIRATORY RATE PATTERNS 


recorded, but dropped and remained below 
per minute within the first hours. 

Group III consisted infants whom the 
initial respiratory rate was less than per minute, 
but climbed above this level within hours, and 
remained elevated for several days. Four the 
infants had initial respiratory rate above 
per minute, but were placed Group III because, 
unlike the Group pattern, their respiratory rates 
did not decline within hours. 


Birth Weight 


The relationship birth weight respiratory 
pattern shown Table III. The distribution 


TABLE RATEs NORMAL NEWBORN INFANTS 


Age hours 


infants 
No. 

9.2 7.8 8.2 8.1 6.3 6.6 


7.6 4.4 7.4 8.2 7.4 8.5 8.5 5.5 


order reduce the size this table, the observations made intermediate time intervals have not been shown. 


The Study Group 


The study group 288 infants was subdivided 
into three groups the basis respiratory rate 
pattern. The three groups corresponded Miller’s 
classification, with the one exception that the 
upper limit for the normal respiratory rate was set 
per minute instead per minute. The 
average respiratory rates for each group are shown 
Table II. 

Group consisted 153 infants whom the 
respiratory rate did not rise above per minute 
the first four days life. The average respiratory 
rates this group were similar the average 
respiratory rates the control group. 

Group consisted infants whom the 
respiratory rate exceeded per minute when first 


infants according their respiratory pattern was 
the same the group weighing over 2500 
the group weighing 2500 under. 


Mode Delivery 


The relationship between mode delivery and 
respiratory pattern shown Table IV. The term 
vaginal delivery included 
forceps, and breech deliveries. type respiratory 
pattern was observed 60% infants delivered 
per vaginam, and 31% infants delivered 
Cesarean section. type III respiratory pattern 
was observed 21% infants delivered per 
vaginam, and 50% infants delivered 
Cesarean section. 


Respiratory pattern—Group 
153 infants: 
Number 

observations 145 150 143 139 131 


Group infants: 
Number 
13.6 19.1 18.5 16.1 13.8 


Group infants: 
Number 
10. 


7.9 10.0 9.0 


Age hours 


125 137 131 121 116 114 101 


8.0 8.7 9.1 8.8 9.3 8.6 9.0 8.1 


10.4 11.9 12.5 11.3 


19.7 164 180 172 157 168 


order reduce the size this table, the observations made intermediate time intervals have not been shown. 
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TABLE III.—Resprratory RELATION 
WEIGHT 


Birth weight Birth weight 


Respiratory pattern under 2500 2500 


DELIVERY 


Vaginal Cesarean 
Respiratory pattern delivery section 
220 


Neonatal Deaths 


Four infants with Group respiratory patterns 
and with Group III patterns died. There were 
deaths infants with Group respiratory 
patterns. The deaths are listed Table 


TABLE DEATHS 


Birth Presence 
weight Survival hyaline 

Respiratory pattern hours membrane 
(2) Baby 1559 Yes 
(3) Baby 1814 
(4) Baby 2721 
Group III (5) Baby McF. 1021 Yes 
(6) Baby 2041 120 Yes 
(7) Baby 2500 Yes 
(8) Baby 2693 168 
(9) Baby 2693 132 
(10) Baby 2835 Yes 


Three the four deaths infants with Group 
respiratory patterns occurred prematures weigh- 
ing less than 1900 These infants survived for 
less than hours and during this time their 
respiratory rates were slow, with prolonged periods 
apnea. Microscopic examination lung sections 
each infant showed primary atelectasis with 
increased cellularity alveolar walls, and intense 
vascular congestion. one infant there was patchy 
hyaline membrane formation. The fourth death 
Group was infant weighing 2720 
who survived for hours. The mother had been 
heavily sedated during the last few hours 
labour and the infant received overdose 
N-allylnormophine hydrochloride (Nalline) shortly 
after delivery. The respiratory rate remained slow. 
obvious cause death was found 
mortem examination, and death was believed 
due the effects sedatives and the overdosage 
N-allylnormophine hydrochloride. 


Two the six deaths infants with Group 
respiratory patterns occurred infants weighing 
less than 2500 Microscopic examination the 
lungs from all six infants showed evidence 
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aeration the pulmonary alveoli. Four showed 
definite hyaline membrane formation with resorp- 
tion atelectasis and vascular congestion. one 
infant anterior mediastinal emphysema was diag- 
nosed ante mortem and this was confirmed 
autopsy. The sixth infant, whose mother was 
diabetic, was delivered Cesarean section. 
died the seventh day life, and lung section 
showed severe vascular congestion and patchy 
resorption atelectasis. 


The Group respiratory pattern was essentially 
that the normal newborn infant. Slow respiratory 
rates conforming the Group pattern occurred, 
however, two abnormal clinical situations. The 
first was seen three weak, moribund premature 
infants with very slow respiratory rates punctuated 
periods apnea. The second was seen 
infant with respiratory depression from overseda- 
tion. The deaths Group infants belonged 
one these two categories. 


The Group III respiratory pattern was, with few 
exceptions, that infant respiratory distress. 
was associated most cases with other clinical 
manifestations respiratory distress such cya- 
nosis, expiratory grunt, sternal and infracostal in- 
drawing, and diminished air entry the lungs. 
The highest mortality was this group. The clini- 


cal and pathological findings each the fatal 


cases suggested that death was caused abnormal 
pulmonary ventilation. Group III respiratory 
pattern was also seen infants with intracranial 
hemorrhage, peritonitis and congenital heart dis- 
ease, although such infants were excluded from 
the study group. 


adequate explanation for the Group respira- 
tory pattern emerged from the study. was thought 
that the increase the initial respiratory rates 
this group might result from stimulation the 
respiratory centre hypoxia trauma during the 
second stage parturition the immediate 
postpartum period. Confirmation this 
was sought analysis the incidence fetal 
distress, breech deliveries, and low Apgar ratings 
infants with Group patterns. The incidence 
these stressful situations, however, was not sig- 


nificantly increased from that Group Group 


The observation that 50% infants delivered 
Cesarean section developed Group III respi- 
ratory pattern was considerable interest. This 
agreement with the observation Calkins and 
that Group III pattern twice frequent 
after delivery Cesarean section after vaginal 
delivery. attempt was made correlate this 
observation with the clinical factors associated with 
Cesarean section. The only factor which appeared 
some importance was the type anesthetic 
employed for the Cesarean section. Group III 
respiratory pattern occurred 74% infants 
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after general anesthesia and only 60% 
infants after spinal anesthesia. Cesarean 
sections there was record the type anes- 
thetic used. 


The study confirmed the practical value 
recording respiratory rates selected newborn 
infants. The first advantage this method was the 
early detection infants with respiratory distress. 
The second advantage was the prognostic value 
the method. many infants the first sign de- 
terioration improvement was rise fall 
the respiratory rate. This change respiratory 
rate often preceded any alteration the retraction 
score which has been recommended Silverman 
and sensitive clinical indication 
respiratory distress. Recording retraction scores 
was started towards the end the year during 
which the observations respiratory rates were 
made. The third and most important advantage was 
the enthusiastic acceptance the nursing staff 
this addition the routine for the management 
infants the premature nursery. 


SUMMARY 


Observation the respiratory rate 288 newborn 
infants during the first four days life was con- 
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siderable value the early detection respiratory 
distress. 

sustained rise the respiratory rate above 
breaths per minute was observed infants. All 
the six deaths this group showed evidence 
hyaline membrane formation resorption atelectasis 
autopsy. 

respiratory rate which did not exceed breaths 
per minute was observed 153 infants. Four deaths 
occurred this group. Three the deaths were 
small premature infants who survived for less than 
hours with slow respiratory rates punctuated pro- 
longed periods apnea. The fourth death was caused 
oversedation the infant. 

infants the respiratory rate exceeded per 
minute when first recorded, but dropped below per 
minute within the first hours. The significance 
this respiratory pattern was not apparent from the 
study. 
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TOPICAL CORTICOSTEROID 
THERAPY ULCERATIVE COLITIS* 


PAUL O’SULLIVAN, M.D., F.R.C.P.[C], 
Toronto 


INTRODUCTION 


SYSTEMICALLY administered and 
adrenal corticoids are generally accepted im- 
portant adjuncts the management some cases 
idiopathic ulcerative Usually, relatively 
large doses are necessary for periods four 
six weeks, and some patients require continued 
therapy the desired therapeutic effect 
maintained. This treatment helpful perhaps 
two-thirds cases but necessitates close super- 
vision because the systemic effects these 
hormones. 

Topical treatment the colon alone might 
expected ameliorate the symptoms ulcerative 
colitis without the dangers prolonged systemic 
therapy. Truelove and have reported good 
results after daily rectal instillation hydrocorti- 
sone succinate. Rectal instillations hydrocortisone 
are inconvenient, difficult retain and expensive, 
and unless significant topical effect were pro- 


*From the Department Medicine, University Toronto, 
and the Medical Services St. Michael’s and Sunnybrook 
Hospitals, Toronto. 


duced, other routes administration would 
preferable. 


has been that approximately 20% 
hydrocortisone given rectally absorbed 
physiologically active state. Using the method de- 
scribed this observation was corrobor- 
ated three patients the author’s series. Adrenal 
corticoids administered orally, intramuscularly 
intravenously are almost totally absorbed. 


The present study was undertaken assess the 
effect topical steroid administered rectally and 
compare this effect with that systemically 
administered corticosteroids. The systemic effect 
hydrocortisone the dosage used for rectal 
instillation almost negligible comparison with 
that the average dosage this hormone given 
other routes, which times greater than the 
rectal dosage. therapeutic effect obtained 
rectal instillation hydrocortisone the dosages 
used this study can assumed due its 
topical effect the rectal and colonic mucosa. 


METHOD 


Hydrocortisone succinate was ad- 
ministered rectally, usually once daily. few 
instances when there was some doubt that ade- 


*The Solucortef and Solumedrol were kindly supplied the 
Upjohn Co. Canada. 
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quate amount the solution would retained, 
the instillation was given twice daily; 100 mg. 
was dissolved oz. saline and administered 
rectal drip over period about one hour. 
Three patients received methyl prednisolone ace- 
tate (Solumedrol) mg. doses the same 
manner, during part their treatment, but the 
effect seemed the same that from hydro- 
cortisone succinate. The patients were treated 
this manner nightly for two four weeks and 
then increasing intervals. The total duration 
treatment was usually four six weeks. Two pa- 
tients were treated nightly for three months; one 
for four months and one for six months. 
case was this treatment continued longer than six 
months. 

The systemic effect the rectal instillations 
was approximately equivalent that mg. 
hydrocortisone daily, dose which does not 
usually have any therapeutic effect patient 
with ulcerative colitis when the drug adminis- 
tered other routes. 

When systemic corticosteroid therapy was em- 
ployed, was administered daily one the 
following forms: (a) 300 400 mg. cortisone 
hydrocortisone, (b) 120 mg. predni- 
(c) 120 units Duracton® intramuscularly 

Since this was not controlled study, and the 
different methods administration were used for 
successive relapses the same patient, only 
general impression the relative effectiveness 
systemic and topical therapy can given. 


MATERIAL 
Selection Cases 


Sixty-nine courses were given patients 
who came under the care during the past 
two years St. Michael’s Hospital and Sunnybrook 
Hospital and private practice. Patients who 
responded general supportive measures including 
rest, low-residue, bland diet, sedation and psycho- 
therapy were not included. Topically administered 
corticosteroid was given adjunct, addition 
conventional medical therapy, including anti- 
biotics, seriously ill patients. Patients who were 
gravely ill with marked constitutional manifesta- 
tions were given systemic corticosteroids ad- 
mission. they improved, attempt was made 
treat them topical therapy alone. Patients started 
topical therapy who failed improve after two 
weeks were then given large doses systemic 
corticosteroids. Each patient served his own 
control. placebos were given. The treatment 
the patients was begun hospital; the 
rest were managed home and were followed 
outpatients. The number men and women 
treated was equal. 
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Disease Duration 


the patients, were seen during their 
initial attack who had symptoms less than six 
months’ duration. Nine patients were treated during 
recurrent attack who had had signs symp- 
toms the disease for more than one year 
previously. The remaining patients had con- 
tinuous disease more than six months’ duration. 


Severity Disease 


Thirty-four cases were considered severe, 
and moderately severe. 


Extent Bowel Involvement 


the whole colon was involved; six, from 
sigmoidoscopic and radiological evidence, only 
the rectum appeared diseased; and three 
the extent the disease was not determined. 


Previous Clinical Course Chronic Cases 


patients the previous course had been 
continuous with little variation. The course was 
characterized relapses and partial remissions 
seven, while the disease was intermittent 
and the patients had periods freedom from all 
signs and symptoms their disease. 


RESULTS TREATMENT 


relationship could established between the 


results obtained and the duration, severity, extent 


previous course the disease, with the excep- 
tion that higher proportion the patients who 
had had intermission their disease the 
past, either spontaneous induced systemic 
corticosteroid, showed favourable response 
topical corticosteroid administration. 


Results Patients Treated with Topical 
Corticosteroid Only 


Twelve patients treated with topical corticoster- 
oid therapy had complete disappearance all signs 
and symptoms their disease. five patients this 
intermission has been maintained. two these 
five has lasted more than months; the other 
three the period follow-up has been less than 
six months. Seven the cases had relapse 
within three months after treatment. Six 
these again responded satisfactorily topical cor- 
ticosteroid therapy. One underwent operation 
and later died septicemia. 


Results Patients Treated with Both Topical 
and Systemic Corticosteroids 


Thirty-one patients had courses systemic cor- 
ticosteroid therapy before topical corticosteroid 
was administered, and five others this order 
treatment was reversed. From the dosage schedules 
required for these two methods administration 
comparison can made between the 
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effect rectal instillation and that systemically 
administered corticosteroid. The dosage corticos- 
teroid given rectally would have 1/15 1/20 the 
systemic effect that given the oral, intraven- 
ous intramuscular route. cases rectal 
instillation seemed produce good effect 
systemic therapy; three instances systemic ther- 
apy appeared produce better results; patients 
failed respond either form treatment. 


Among the cases which both topical and 
systemic treatment were given, 
administration were utilized simultaneously for 
patients during attack ulcerative colitis. 
these, topical therapy was given initially and 
systemic corticosteroid was later given well be- 
cause the remission was not complete. three 
seriously ill patients topical and systemic therapy 
were begun the same time. Among patients 
who improved, systemic therapy produced addi- 
tional effect over that topical treatment three 
cases, Systemic therapy had additional effect 
five patients. the three patients who were started 
both forms therapy the same time, the 
relative effects could not assessed. patients 
who did not improve topical corticosteroid ther- 
apy the addition large doses systemic corti- 
costeroids had effect. 


this series patients, were treated satis- 
factorily topical corticosteroid therapy alone. 
One these later required operation and died 
postoperatively from septicemia. The other patients 
have remained well date. 

patients who received both systemic and 
topical corticosteroid, courses were given. For 
patients who improved satisfactorily, the topical 
form administration was effective the 
systemic. three patients systemic administration 
seemed superior and three others systemic 
therapy produced some additional effect over and 
above that produced topical treatment. This 
may have been due the increased concentration 
corticosteroid the local site systemic 
effect other organs. Three patients who had 
failed respond course systemic therapy 
and course topical therapy improved satis- 
factorily when both methods were used the 
same time. patients neither method produced 
satisfactory improvement. 


Side effects such fluid retention, certain fea- 
tures Cushing’s syndrome, acne and mild emo- 
tional disturbances, which. were frequent with 
systemic therapy, were absent those treated with 
topical corticosteroids. the other hand, one 
patient with asthma, another with arthritis and 
third with asthma, eczema and arthritis, who had 
obtained relief from the symptoms these diseases 
while receiving systemic corticosteroid, had re- 
crudescence these disorders when topical ther- 
apy was started, although the colitis, subjectively 
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and objectively, was dramatically relieved. Five pa- 
tients who had responded satisfactorily systemic 
therapy during previous attacks and who had 
complete intermission their disease, preferred 
topical treatment spite the inconvenience, be- 
cause they felt that they improved more quickly 
and experienced unpleasant reactions. 


generally held that attack ulcerative 
colitis may induced aggravated variety 
factors acting non-specific way. Treatment 
must individualized and cannot given accord- 
ing rigid schedules. Corticosteroid therapy ad- 
junctive the usual medical measures. Treatment 
with topical hydrocortisone effective and free 
from the dangers and complications systemic 
corticosteroid therapy. three patients with in- 
tractable disease the colon, improvement the 
rectum after prolonged topical therapy enabled 
surgeon attempt successfully primary ileorectal 
anastomosis. 


During the past six months, suppositories* con- 
taining mg. hydrocortisone have been admin- 
istered patients with ulcerative colitis. Four 
these patients had previously undergone subtotal 
colectomy, and the suppositories were used 
attempt control persisting symptoms from dis- 
ease the rectal stump. these four patients 
satisfactory improvement was obtained. seven 
the remaining patients complete intermission 
also occurred. Three patients were partially re- 
lieved hydrocortisone suppositories, but 
the results were better when this drug was given 
either rectal drip systemically. 


SUMMARY 


clinical study was made patients with ulcer- 
ative colitis who were treated rectal instillation 
hydrocortisone succinate. Treatment was beneficial 
the patients, and general was effective 
systemically administered corticosteroid, and without 
systemic side effects. few instances systemically 
administered corticosteroid large doses produced 
additional effect controlling constitutional symptoms. 
topical effect was demonstrated the clinical im- 
provement, the absence constitutional side effects 
and the low absorption values obtained. Preliminary 
study the use rectal suppositories which contain 
hydrocortisone suggests that this also may con- 
venient method therapy certain patients 
with ulcerative colitis. 


REFERENCES 


al.: Ann. Int. Med., 50: 891, 


1267, 1956. 


TRUELOVE, 
AND HAMBLING, H.: Ibid., 107%, 
056. 
97: 648, 1958. 
W.: Clin. Endocrinol., 16: 557, 1956. 


suppositories were supplied Nordic Biochemicals 
a. 


1298 Boyp AND Boyp: CHLOPHEDIANOL 


CHLOPHEDIANOL 
HYDROCHLORIDE: NEW 
ANTITUSSIVE 


ELDON BOYD, M.A., M.D., C.M. and 
CARL BOYD, M.D., C.M., Kingston, Ont. 


THE past several years, methods have been 
devised for the evaluation potential antitussive 
agents measuring their ability inhibit cough 
induced experimentally animals and 
these screening techniques, cough produced 


man and animals devices such inhalation 


standardized irritant vapours, e.g. citric acid aero- 
sols. Cough cough-like movements can pro- 
duced animals also mechanical electrical 
stimulation the tracheobronchial mucosa 
stimulation the superior laryngeal nerve. These 
impulses are carried the cough centre, which 
was located the dorsolateral region the medul- 
oblongata Borison and his associates Salt 
Lake City, Utah, 

these screening methods, several agents have 
been found have antitussive properties and 
the same time free narcotic effects. 
these, benzonatate (Tessalon), carbetapentane ci- 
trate (Toclase), dextromethorphan hydrobromide 
(Romilar), and noscapine (Nectadon) have been 
accepted for inclusion N.N.D. 1960 the 
Council Drugs the American Medical Associ- 
ation.* Chlophedianol hydrochloride antitus- 
sive agent this type. 

Chlophedianol hydrochloride may described 
hydrochloride. has the 
structure shown Fig. The structure-activity 
who found chlophedianol have the greatest anti- 
tussive effect (against cough induced guinea pigs 
inhalation citric acid spray) series 
substituted diphenylaminopropanols. Structurally, 
chlophedianol somewhat related diphenhydra- 
mine (Benadryl). white crystalline powder, 
soluble water and alcohol. was introduced 
Germany Farbenfabriken Bayer Detigon, 
alcoholic solution containing mg. chlo- 
phedianol hydrochloride per The antitussive 
dosage recommended for adults zur 
equivalent mg. chlophedianol hydro- 
chloride every four eight hours. has been 
used tablet form Schwerdtfeger.* Therapeutic 
doses are absorbed when taken mouth and 
broken down the body over period about 
six eight hours. 


The general pharmacological actions chlo- 
phedianol have been reported and 
Chen and These investigators found the 


*From the Department Pharmacology, Queen’s University, 
Kingston, Ont. 


+Riker Laboratories have recently introduced cough 
syrup under the name Ulo. 
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Fig. 1.—The structural formula chlophedianol hydro- 
chloride. 


drug have antitussive, local anesthetic and anti- 
spasmodic activity. Antitussive activity man has 
been reported zur Linden® and Schwerdtfeger.® 
acutely toxic doses given animals, chlophedi- 
anol restlessness, hyperpnea, hypotension, 
and The median lethal oral dose 
the order 300 400 mg. per kg. body 
weight mice and Anorexia has been oc- 
casionally found given mg. per kg. and 
given mg. per kg. orally per day for 
two three weeks. 

Experiments were conducted the laboratories 
the Department Pharmacology Queen’s 
University determine whether chlophedianol 
was able augment the output respiratory 
tract fluid. “sekretolytische Wirkung” 
tributed chlophedianol patients with pneu- 
monia and bronchopneumonia zur 
This would suggest that the drug may have ex- 
pectorant properties the sense that may 
augment the output bronchial secretions 
respiratory tract fluid. 


METHOD 


Healthy, adult, male rabbits and cats were 
employed this study. The animals were fasted for 
hours and anesthetized the upper level 
Guedel’s Plane surgical (Stage III) anes- 
thesia urethane. The average dose urethane 
was 1.0 per kg. body weight, given intraperi- 
toneally 25% (w/v) solution sterilized 
distilled water. The animals were arranged for the 
collection respiratory tract fluid after the tech- 


The normal output respiratory tract fluid was 
established hourly each animal over period 
three hours and expressed ml. per kg. body 
weight per hours. Chlophedianol hydrochloride 
was then administered aqueous solution 
gastric tube volume 6.0 ml. per kg. body 
weight one group and subcutaneously 
volume 3.0 ml. per kg. second group. 
third group, used control, was given chlo- 
phedianol hydrochloride. The volume output 
respiratory tract fluid was measured hourly for 
further five hours after giving chlophedianol 


4 


Canad. 


~ 


Boyp AND Boyp: CHLOPHEDIANOL 1299 


Hours before drug 


Dose (mg./kg. body weight) 
*Output respiratory tract fluid was measured hourly 
error. 


hydrochloride and for period 
the controls. 


Chlophedianol hydrochloride was given orally 
doses 2.0, 6.0, 18, and 162 mg. per kg. 
and subcutaneously doses 1.0, 3.0, 9.0, 
and mg. per kg. body weight. These doses were 
selected covering, threefold increments, the 
range from the probable therapeutic probable 
minimal lethal levels. Each dose was given four 
rabbits and four cats, while rabbits and cats 
serving controls were given chlophedianol. 


RESULTS 


The data obtained upon rabbits are summarized 
Table and those upon cats Table II. There 
was evidence that chlophedianol hydrochloride 
augmented the output respiratory tract fluid. 
the contrary, there was evidence that chlo- 
phedianol hydrochloride lowered the volume out- 
put respiratory tract fluid, slightly but signifi- 
cantly over period one three hours after 
its administration. This could demonstrated 
subtracting the control output each animal over 
two hours before drug administration from the 
value obtained each hour after giving chlophedi- 
anol hydrochloride. Treating these differences 
non-independent variables, after 
summarized the data statistically calculating 
the means differences after all doses each 
route administration each species. 


Hours after drug 


+0.2 1.740.4 2.140.4 
+0.4 LD25 LD25 
ml./kg./24 hours. The results are expressed mean standard 


These differences (Xd) were subjected 
tests significance and were then expressed 
percentage changes from the mean output for 
two hours before chlophedianol hydrochloride was 
given. The statistical summary the data pre- 
sented Table Values animals which died 
from the effects large doses chlophedianol 
hydrochloride were not included arriving the 
values listed Table III but, for comparison, were 
included Tables and during those intervals 


which all animals per dosage group remained 
alive. 


TABLE SUMMARY THE EFFECT 
CHLOPHEDIANOL UPON THE VOLUME 


Mean change volume output 


Hours after 


administration Oral administration 


chlophedianol 


hydrochloride 
—18.0* 
3.1 
3.1 
9.3 


Cats 


—26.7** 
—14.1* 
—14.1* 
6.6 
—14.1 


Subcutaneous 
administration 


—15.2* 
1.7 
8.4 


Cats 


—20.0* 
8.7 
+10.9 
2.7 


one asterisk and <0.01 two asterisks. 


may concluded that chlophedianol hydro- 
chloride lowered the volume output respiratory 
tract fluid over period one three hours 


Cats* 
Hours before drug Hours after drug 

*Output respiratory tract fluid was measured hourly ml./kg./24 hours. The results are expressed mean stan- 
ard error. 
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+50 
+10 
ee 
hr. 
-10 
hr- 


DOSE: 


2.—The regression percentage changes the volume 
respiratory tract fluid rabbits upon oral doses 


chlophedianol hydrochloride hourly intervals after drug 
administration. 


amount equivalent, the average, about 
one-sixth one-quarter the volume output 
before drug administration. The drying effect tend- 
least marked with the lowest and highest 
doses chlophedianol hydrochloride. The effect 
the highest dose was probably complicated 
antemortem changes pulmonary dynamics. 

The oral dosage 162 mg. per kg. killed one 
rabbit and four cats respiratory failure. Con- 
vulsions did not appear, probably because the dose 
urethane was sufficient prevent their occur- 
rence. The subcutaneous dose mg. per kg. 
killed one cat similar manner. The highest oral 
dose was therefore more lethal than the highest sub- 
cutaneous dose. This probably explains the fact 
that oral doses, the average, lowered the out- 
put respiratory tract fluid somewhat 
greater extent than subcutaneous doses (Table 
III). The doses used this project were selected 
cover the range from the therapeutic the 
minimal lethal dose. was estimated from the 
data and Chen and that sub- 
cutaneous doses would probably twice potent, 
mg. for mg., oral doses. 

When the change log the output 
respiratory tract fluid per hour was plotted against 
log dose, negative regression was seen which 
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could fitted line calculated linear cor- 
relation the method least Re- 
gression lines for chlophedianol hydrochloride given 
orally rabbits are shown way exemplifi- 
cation Fig. The results indicate further that 
the drying effect chlophedianol hydrochoride 
upon respiratory tract reactions increased and lasted 
longer with increasing dose the drug. Changes 
animals which died were not included arriving 
these regression lines. The results shown Fig. 
suggest that the drying effect may followed 
augmentation the output respiratory tract 
fluid. The application tests such augmenta- 
tion yielded values greater than 0.05 from the 
data available. 

Finally, the administration chlophedianol 
hydrochloride was found lower the incidence 
appearance mucous pledgets respiratory 
tract fluid. rabbits, 41% the controls, 20% 
animals given chlophedianol hydrochloride sub- 
cutaneously and 10% animals given the drug 
orally had mucous pledgets respiratory tract 
fluid. The corresponding figures cats were 87, 
and 43% respectively. Decrease the incidence 


excretion mucous pledgets was significant 
0.05. 


The results obtained this study demonstrated 
that chlophedianol hydrochloride slightly but sig- 


nificantly lowered the output respiratory tract 


fluid rabbits and cats. these animals, the 
drying effect bronchial secretions was produced 
doses which were somewhat larger than the 
recommended therapeutic dose man, per kg. 
body weight. The time onset and the duration 
the drying effect were similar the correspond- 
ing onset and duration the antitussive effect 
chlophedianol hydrochloride reported animals 
the animal experiments Chen and Biller,’ the 
antitussive effect chlophedianol hydrochloride 
lasted longer than did the drying effect herein 
reported. diminution the output respiratory 
tract fluid could occur, therefore, over part the 
period antitussive activity chlophedianol 
hydrochloride. 

Depression the output respiratory tract 
fluid chlophedianol hydrochloride does not ap- 
pear due the atropine-like properties 
this drug. Atropine-like properties were recorded 
Gésswald,* who found that chlophedianol hydro- 
chloride inhibited bronchial spasm induced 
acetylcholine guinea pigs. Atropine alone, how- 
ever, has little effect upon the normal output 
respiratory tract fluid single doses given 
and may actually increase output during 
the chronic daily administration large doses 
Atropine can prevent pilocarpine from in- 
creasing the output respiratory tract 

interest that dextromethorphan (Romilar), 
which has antitussive properties somewhat akin 
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those chlophedianol, has been reported 
lower the volume output respiratory tract 
Neither these antitussive agents has expectorant 
properties the sense increasing the output 
respiratory tract There could advantage 
prescribing adjuvants and correctives both 
chlophedianol and dextromethorphan, drugs which 
augment the output respiratory tract fluid, when 
treating cough associated with decreased output 
respiratory tract fluid. 

the other hand, there could advantage 
using, antitussive against cough associated 
with excessive production respiratory tract fluid, 
drug which might inhibit output such excess 
the same time. Conditions under which excessive 
amounts respiratory tract fluid are produced 
man are ill defined. Lack knowledge about such 
conditions patients due largely the lack 
suitable methods for accurately measuring the out- 
put respiratory tract fluid man. Methods used 
require the death the 
animals. 

Measurement the volume sputum has never 
been proved accurate measure the 
output respiratory tract fluid. The physiological 
mechanisms involved hacking are probably 
similar those involved coughing. Spitting need 
not necessarily involve the respiratory tract any 
way. Hacking may may not serve remove 
mucous pledgets from the respiratory tract. Mucous 
pledgets have been found various studies 
this department Queen’s University comprise 
small and variable fraction the volume 
respiratory tract fluid various species 

The removal mucous pledgets hacking 
and spitting “productive” cough has never 
been proved value. animals, the 
mechanism for removal respiratory tract fluid 
has been found have tremendous reserve ca- 
pacity and capable draining volumes. 
respiratory tract fluid that are times more 
the normal concludes from 
recent review evidence that “productive” coughs 
probably should suppressed therapeutically 
most patients. antitussive agent which lessens 
the output respiratory tract fluid and the inci- 
dence production mucous pledgets might 
value the therapy such “productive” coughs. 

The argument against suppressing “productive” 
cough that may cause the patient drown 
his own bronchial secretions. Cough may occur 
during the development pulmonary edema. 
difficult decide such coughs are due the 
excessive output respiratory tract fluid pul- 
monary edema the many other factors causally 
associated with lung Inhalation phos- 
gene produces what probably the least compli- 
cated type pulmonary edema. Studies this 
laboratory have revealed that the ciliary mechan- 
ism can remove volumes respiratery tract fluid 
which average sixty times the normal output 
the terminal stages pulmonary edema induced 
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doubtful, therefore, that the minor amount 
respiratory tract fluid removed coughing 


any major advantage patient with pulmonary 
edema. 


SUMMARY 


The project described this report was concerned 
with determining the effect the antitussive drug 
chlophedianol hydrochloride the volume output 
respiratory tract fluid. The study was conducted 
upon lightly anesthetized rabbits and cats. Chlophe- 
dianol hydrochloride was administered orally and sub- 
cutaneously doses ranging from therapeutic toxic 
levels. The drug produced slight but significant lower- 
ing the volume output respiratory tract fluid. 
the same time produced decrease the number 
animals which pledgets mucus appeared the 
respiratory tract. The results suggest that drugs which 
augment the output respiratory tract fluid should 
given adjuvants and correctives when chlophe- 
dianol hydrochloride used antitussive agent 
against cough associated with decreased output 
respiratory tract fluid (“dry” coughs). 


The authors wish acknowledge the assistance 
Boyd and Sheppard and the receipt grant 
aid this project from Schenlabs Pharmaceuticals, Inc. 
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PSYCHOTHERAPY 


Psychotherapy is, apart from the few specific treatments 
psychiatry, still the most potent force possess for 
both cure and comfort. hard work, does harm less often 
than most forms treatment, and often strikingly suc- 
cessful, psychotherapist must prepared identify him- 
self very with the life and interests his patient, 
must nimble penetrating his defence and evasions and 
must quick learn his His work treat 
and not judge, and must not upset him realise 
that his patient many respects may better man than 
he. Most important all, must know when stop and 
learn how leave his patient content more than 
nature made him.—A. Kennedy: Lancet, 1257, 1960. 
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PARANYLENE: PRELIMINARY 
EXPERIENCE WITH NEW 
ANTI-INFLAMMATORY AGENT 
ARTHRITIS* 


POZNANSKI, M.D. and 
WALLACE, M.D., Wainwright, Alta. 


INTRODUCTION 


fluorene hydrochloride. This compound has been 
effects and experimental animals antagonize 
edema produced mustard, well arthritis 
produced pleuropneumonia-like 


STRUCTURAL FORMULA 


Animal studies show also that paranylene, mg. 
for mg., ten times more potent than 
butazone inhibiting fibrous tissue formation. 
optimal doses, paranylene approximately one- 
half effective cortisone. 

The antifibrous effect this compound about 
the same adrenalectomized rats intact 
rats, indicating that the characteristic activity 
not mediated through the adrenal cortex. 

The present study was undertaken evaluate 
the potential anti-inflammatory 
properties paranylene patients who are suffer- 
ing from different types arthritic disorders and 
who, the cases, did not benefit 
greatly from previous medications. 

This report summarizes our experiences with 
patients studied during the past months. 


MATERIAL AND METHODS 


All patients were ambulatory. Eleven were 
men and women, with ages ranging from 
years. All suffered from some type arthritic 
disorder: nine had rheumatoid arthritis, eight osteo- 
arthritis, two spondylarthritis, and one each gouty 
arthritis, concurrent osteoarthritis and rheumatoid 
arthritis, and psoriatic arthritis. 

The majority these patients had been treated 
previously aspirin, phenylbutazone, corticoster- 
oids and parenteral gold salts. the start 
treatment they had acute subacute signs and 
symptoms arthritis. Paranylene was administered 
mouth daily doses 100 mg. 800 mg. 
However, was soon observed that the minimal 
effective dose, particularly the more severe 
cases, was 200 mg. daily more. Treatment was 
continued from weeks. 


*From the Wainwright Clinic; Wainwright, Alta. 
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the first five patients, placebo medication was 
substituted for periods two four weeks 
dosage which appeared equivalent 600 
mg. paranylene daily. Because aggravation 
symptoms during the placebo test period, trials 
this type were discontinued. 


Indexes Used 


each case, the same observer estimated pain 
motion and the tenderness and swelling each 
affected joint. The circumference each proximal 
joint was measured jeweller’s ring. Range 
motion was determined measurement the 
angle flexion and extension according physio- 
therapeutic standards. Duration morning stiffness 
and pain was determined questioning the 
patient. 

Early the study paranylene, serum sodium 
and potassium levels were routinely. 
When was found that these were not disturbed 
and that variation deviation from the normal 
could observed, this phase the study was 
discontinued. Blood pressure and body weight were 
recorded, and urine and blood morphological 
studies were conducted weekly intervals all 
patients. 


Diagnostic Criteria 


Inadequate knowledge the cause and nature 
many common rheumatic diseases has resulted 
imperfection and points controversy any 
classification devised date. The criteria for the 
diagnosis rheumatoid arthritis tabulated 
this work were adopted proposed the Ameri- 
can Rheumatism Association. Other types arth- 
ritic disorders were classified according the 
proposal the committee the World Health 
Organization. 


RESULTS 


Some the results obtained the treatment 
various types arthritis with paranylene for 

Highly gratifying symptomatic improvement 
with respect range motion involved joints, 
morning stiffness, pain the joint, and joint 
swelling was recorded seven the nine patients 
suffering from rheumatoid (Table I). Five 
these nine patients were rendered virtually 
symptom-free for periods weeks. one 
the two therapeutic failures, the drug was dis- 
continued because side effects. 

Encouraging results were also obtained all 
eight patients suffering from osteoarthritis (Table 
Three them were completely relieved 
their symptoms and two others experienced definite 
improvement. 

Among the five miscellaneous cases joint dis- 
ease (Table III), there was encouraging re- 
sponse the patient with gouty arthritis (Case 
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TABLE RESPONSE PARANYLENE NINE CasEs RHEUMATOID ARTHRITIS 


Range Morning 


Paranylene therapy motion 
Min. Maz. 

+ 


18) and one with spondylitis and involvement 
the hip joints (Case 21). Another patient (Case 
19) suffered from concurrent rheumatoid and 
osteoarthritis; this woman was com- 
pletely relieved joint pain and her morning 
and swelling also improved considerably. 

interesting example the symptomatic effects 
different doses paranylene one patient 
(Case 17) appears graphically Fig. This pa- 
tient required daily dose 600 mg. for thera- 
peutic control. 


Side Effects 


Physiological and side effects encountered the 
patients treated paranylene are listed 
Table IV. Side effects which required discontinu- 
ation therapy occurred only twice. Both times 
they were with daily dose 400 mg. and both 
times they were gastrointestinal nature. Five 
patients were hypertensive before treatment but 
deleterious effect upon the blood pressure these 
patients the others was noted. Changes 
body weight were due dietary habits and cor- 


Pain Joint 
joint swelling 
~ ~ 
Drug discontinued. Symptoms im- 
General improvement. Change 
weight most probably due increased 
summer activity. Diabetes since child- 
hood; insulin requirements not modi- 
fied paranylene. 
Subjective and objective improvement. 
Weight changes due reducing diet. 
Subjective and objective improvement. 
Weight changes due reducing diet. 
Fairly good results while receiving 
despite the fact that the patient had 
radiological evidence duodenal ulcer. 
Fairly good results while receiving 
paranylene. gastric symptoms 
despite the fact that the patient had 
radiological evidence duodenal ulcer. 
Objectively subjectively good 
results. 


rections attempted for treatment pre-existing 
obesity. Two patients had diabetes mellitus and 
three had peptic ulcer gastritis. All five these 
patients tolerated paranylene without disturbance 
carbohydrate metabolism exacerbation the 
gastric condition. 


Since the epochal report Hench and his co- 
the beneficial effects corticosteroid 
and corticotrophic therapy rheumatoid arthritis, 
there has developed tendency consider this 
treatment the first and only approach rheuma- 
toid problem any type and degree. However, 
several years experience have shown that these 
medications have therapeutic limitations and also 
sometimes produce metabolic and endocrine effects 
undesirable nature. 

The introduction steroid analogues 1955 
and the rapid progress the synthesis other 
cortisone-like substances have given hope that 
reduction dosage may draw closer separ- 
ating the desirable anti-inflammatory effects from 
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Case 


Case 


Age 


Sex 
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Range Morning Pain Joint 


Paranylene therapy motion stiffness joint swelling 
Min. Maz. 

100 600 Marked improvement paranylene 

100 450 Marked improvement. Patient was 
able cross his legs one over the other 
and has been without pain for the last 
while. improvement previously. 

100 600 Arthrodesis left hip and permanent 

Slight improvement with paranylene 
for the pain. Drug discontinued because 

side effects. 

200 400 Generalized osteoarthritis. Complete 
tion since taking paranylene. 

and reduction pain. Aspirin intake 


Age Sex 


Range Morning Painin| Joint 


Paranylene therapy motion stiffness joint swelling 
Min. Maz. 
200 800 Osteoarthritis and rheumatoid arthri- 
lieved. 
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TABLE IV.—Sarery Data: Patients PARANYLENE 


Body weight* Blood pressure Hematocrit 
Case Before After Before After Before After Side effects 
and 
diarrhea 
174 175 160/90 170/90 
140 131 120/80 120/80 
159 152 116/72 120/90 
150 148 120/80 120/80 
171 172 130/80 120/80 
139 136 110/70 116/71 
158 158 134/80 134/80 
171 178 120/78 115/76 
192 181 110/70 110/70 
180 176 200/95 200/100 
135 134 140/80 120/80 
120 117 130/70 130/70 Diarrhea 
100 102 170/90 190/90 
195 195 160/80 140/80 
198 198 120/80 120/80 
100 101 130/60 130/68 
122 123 140/80 120/80 
164 160 120/80 110/80 
174 170 120/80 120/80 


*Before and after courses paranylene described Tables III. 


the untoward reactions. Unfortunately, present 
compounds appear only partially successful 
this regard. 

The failure achieve more less permanent 
remission rheumatoid disease administration 
cortisone-like drugs renewed interest the 
classical approach this problem well the 
compounds which proved the past satis- 
factory and beneficial. Among them, salicylates are 
still the drugs choice. Phenylbutazone and 
parenteral gold are second preference. Chlor- 
quinone beneficial the long-term management 
some patients with certain rheumatic disorders. 
However, none these drugs free from side 
effects, some which are serious enough make 
the actual value the medication questionable. 


The introduction paranylene may another 
step the search for therapeutic agents capable 
suppressing the inflammatory reaction arthritic 
patients. The capacity this new compound 
this respect has been estimated methods which 
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- MG 
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Fig. 1.—Effects paranylene. Index joint symptoms 
and signs, Case No. 17, male, aged 
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are admittedly crude, but nevertheless quite 
practical. 

The one disadvantage encountered with para- 
nylene that the patients sometimes become re- 
sistant this medication sooner than they 
either phenylbutazone. they have 
relapse after two three months, even increased 
dosages paranylene fail duplicate efficacy 
the first second beneficial course. However, the 
beneficial effects seen the majority our cases 
provide clinical confirmation the anti-inflam- 
matory properties paranylene first demonstrated 
experimental animals. 


may great interest, this preliminary 
period, that small group patients, short and 
prolonged administration paranylene has not 
yet been associated with edema, weight gain, 
hypertension and hypotension, impairment carbo- 
hydrate tolerance recurrence peptic ulcer 
symptoms. The presence our series patients 
with known diabetes peptic ulcer and 
and did make possible the 
evaluation this drug the conditions most un- 
favourable the drug. All other previous medi- 
cations had discontinued these patients 
because intolerance. was most encouraging 
observe that paranylene did not exaggerate the 
symptoms the underlying diseases nor did 
necessitate modifying the regimen the estab- 
lished treatment the concurrent condition. 


Two cases rheumatoid arthritis that did not 
respond paranylene therapy were very severe 
and long-standing duration; cortisone 
drawn only few days before institution this 
therapy. Since then, additional cases failure 
have been observed where insufficient lapse 
time was provided between these two types 
therapy (cortisone and paranylene). 


This somewhat difficult explain, previous 
studies animals indicate that the effects para- 
nylene are not mediated through the adrenal 
cortex and, therefore, even severe adrenal atrophy 
should not interfere with the activity this com- 
pound. also know that the salicylates are 
synergetic with cortisone even though the effect 
salicylic acid may moderated through adrenal 
stimulation. Two the group osteoarthritic 
patients failed respond completely paranylene 
treatment. Both patients had fused hips with com- 
plete destruction the intra-articular structure. 
one them left arthrodesis had been per- 
formed three years before treatment. doubtful 
whether these patients will respond any form 
medical treatment this advanced stage. 


Another encouraging sign observed the lack 
acute relapse arthritic symptoms after with- 
drawal paranylene therapy. present, six pa- 
tients have discontinued the use this drug (three 
with osteoarthritis, two with rheumatoid arthritis, 
and one with mixed-type arthritis), and despite 
complete discontinuation for more than two months 
there has been recurrence signs symptoms. 
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SUMMARY AND CONCLUSIONS 


Paranylene new anti-inflammatory agent, the 
activity which was first demonstrated animals. 
has now been given humans suffering from 
arthritis various types. The oral daily dose varied 
from 100 mg. 800 mg. The beneficial effects ob- 
served patients confirm human beings 
the anti-inflammatory properties paranylene. Two 
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patients experienced gastrointestinal side effects, but 
the compound does not produce side effects 
endocrine metabolic nature. 
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CLINICAL EVALUATION 
NEW ANTIDEPRESSANT AGENT: 
TRANYLCYPROMINE WITH 
TRIFLUOPERAZINE 


STRAKER, M.D., F.A.P.A., Montreal 


ANTIDEPRESSANT agents growing number have 
claimed medical attention within the last year. One 
may expect that will some time before unpre- 
judiced evaluations and specific recommendations 
can made about the clinical effectiveness 
these new drugs. Suggestion provides important 
source distortion, influencing the drug response 
the patient and contaminating the judgment 
and interpretations the research-minded ob- 
server. Reports drug research usually follow 
pattern: after extensive and widespread usage 
the drug, toxic allergic side effects are noted, 
matter how innocent the chemical 
have been claimed be. Such effects are fact 
noted even with placebo administration. Sober 
estimates the value and efficacy particular 
drug can thereforé emerge only after trial and error 
large patient sampling and the hands 
varied clinicians the widest variety clinical 
settings. 


Various devices reduce the sources error 
clinical drug research, such blind and double- 
blind studies, have fallen short supplying the 
most valid and objective evaluation. serious de- 
ficiency blind studies arises out the fact that 
specific drug effects, such psychomotor slowing 
for example, produce secondary changes given 
patient, which are understandable only 
knowledge concurrent psychopathological data.’ 

Introduction the phenothiazines has produced 
marked change the climate and management 
psychiatric patients, excluding those with depressed 
states. The present development antidepressant 
drugs promises equally dramatic change the 
treatment the depressed patient. Electroshock 
has not been entirely replaced drug therapy 
but its use has fallen sharply. review-of these 
new drugs not attempted, but 


product Smith, Kline and French Labora- 
ories 


mention the many reports imipramine (Tofra- 
There are also recent studies phenelzine 
dihydrogen sulfate benactyzine hy- 
drochloride and meprobamate ipro- 
niazid (Marplan), 
which pharmacologically related ipronia- 
and RO. 5-0690 methaminodiazepoxide 
(Librium Specific indications for each drug 
are not yet established, that the advantages 
any one drug over another cannot categori- 
cally expounded. clear, however, that in- 
creasing range effective antidepressant chemical 
agents now available the therapist. 
equally clear and requires emphasis that any medi- 
cation per not the ultimate solution 
psychiatric disorder. The most gratifying initial 
response any drug may undermined and lost 


larger therapeutic program for each patient 


instituted, including psychotherapy and various 
reconstructive and rehabilitative measures. 


The following material describes the clinical 
effects new, yet unreported antidepressant 
agent, combined with trifluoper- 
azine 


PHARMACOLOGY 


The combination both drugs administered 
intravenously low doses dogs given pentobar- 
bital produced transient increase blood pres- 
sure and heart rate, larger doses mg./ 
kg. tranylcypromine and 0.1 1.0 mg./kg. 
marked transient decrease 
blood pressure occurred, with more sustained 
slight hypotensive effect. Other tests cardio- 
vascular activity indicate that this combination 
drugs: (1) reverses the pressor effects adrena- 
line; (2) inhibits the actions noradrenaline, and 
(3) inhibits the ganglionic stimulating effect 
DMPP, thus indicating ganglionic blocking act- 

The M.A.O. inhibitors produce either reversible 
irreversible inhibition M.A.O. Most the 
clinically active drugs are the irreversible inhibitors 
M.A.O., affecting enzyme function for some 
days. The M.A.O. inhibitors affect the metabolism 
both serotonin and adrenaline, two monoamines 
which apparently have important C.N.S. activity. 
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These drugs cause rise brain serotonin and 
noradrenaline, and the latter coincides with clinical 
behavioural changes. However, specific cause-and- 
effect relationship cannot yet supported. 


CLINICAL MATERIAL AND METHOD 


One hundred patients from private practice 
have been studied for six months. The diagnosis 
depression was arrived the presence 
certain “target” symptoms, such depression, in- 
somnia, anorexia, fatigue, somatic symptoms and 
loss interest. addition, full psychiatric 
history including longitudinal study and search 
for the clarification the 
pathology each patient gave supportive data and 
verification the diagnosis. Each patient was 
seen not less than once, and usually twice three 
times, weekly psychotherapeutic interviews. The 
majority the patients had history past de- 
pressions which had been treated 
measures. this way they were able serve 
their own controls some extent. 
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tients had already received other forms therapy, 
either drug, rest, environmental change psycho- 
therapy alone, either from the referring practitioner, 
another psychiatrist, the author himself, without 
effective change the illness reaction. Considera- 
tion this material with the control data helpful 
evaluating the clinical effects Parstelin. 


The dosage prescribed was usually one tablet 
twice three times daily. Each pill consists 
combination mg. tranylcypromine and mg. 
trifluoperazine. Adjustments were made down 
either improvement side effects were noted. 
The maximum dosage was four tablets per day. 
improvement occurred and was maintained, the 
dosage was gradually curtailed, with maintenance 
daily a.m. dose being advised for least one month 
after the cessation all symptoms. This practice 
has derived from earlier experience with other 
drug agents when was noted that premature 
cessation the drug was followed relapse 


TABLE 


Previous illness 


and attacks Present illness, 


Total No. Previous previous therapy 
cases more hospitalization ineffective 


Table indicates the diagnostic groupings the 
patients, and gives significant background data 
these patients, terms previous psychiatric 
illness, the number previous attacks, whether 
hospitalized during previous attack, and what 
extent they have had other therapies the present 
attack illness (other than psychotherapy) prior 
the use Parstelin. These data, taken from the 
life history each patient, provide effective 
control basis for evaluating the drug 
and the author’s opinion are more valid than 
data for any untreated control group, because 
the difficulties matching similar populations 
psychiatric sense. 

The data point out that patients had had 
one previous attack depression, patients had 
had two attacks, and patients had suffered three 
more attacks. Thus patients the total 100 
had previous depressive illness which together 
with the data length illness, the kind treat- 
ment given and the -degree recovery, gave 
reliable baseline help evaluate their present ob- 
Parstelin treatment. Fifty-one 
patients had been hospitalized previous attack 
illness. This contrasts sharply with the fact that 
only patients required hospitalization during Par- 
stelin treatment. also noteworthy that during the 
present period treatment the writer, pa- 


significant proportion cases. The longest period 
drug usage without side effects several 
patients five months this time. The majority 
patients have been treated for period eight 
twelve weeks. 


CLINICAL EFFECTS PARSTELIN 


Evaluation the therapy was based the pa- 
tient’s subjective reports and the clinical 
observations. least one-third the cases, the 
patient’s referring physician collaborated the ob- 
servations. Ten patients the total were hospital- 
ized for brief periods averaging days. This was 
necessitated acute reactions 
dilemmas which indicated the need for hospitaliza- 
tion. This contrasts markedly with the fact that 
the patients had required hospital care 
previous attack illness. The remainder were 
treated ambulatory basis, but this not 
taken indication minor illness. matter 
fact, high proportion those treated were 
severely ill, and attributed the rapid thera- 
peutic efficiency the drug that large number 
patients were able avoid hospitalization. 
striking observation that only two patients re- 
quired additional electroshock therapy deal with 
pressing suicidal risks. actual suicidal attempts 
were noted this series. The avoidance electro- 
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shock therapy has obvious advantages, spite 
the recognition that this relatively safe and 
effective way dealing with depressed reactions. 

The clinical effects Parstelin were often 
striking and noted within few days the initia- 
tion therapy. Twenty-nine patients reported 
marked improvement within week less, and 
within two weeks. smaller number showed 
appreciable benefit only after longer period 
drug treatment. benefit accrued after five 
weeks, the drug was discontinued. Clinical effects 
were noted several directions. decrease 
anxiety, tension and agitation was first reported, 
and this was estimated due the 
perazine, which the usual dosage schedule used 
would total mg. daily. Several days after this 
initial change, the improved patients usually re- 
ported rapid and progressive decrease the 
pathological symptoms and original complaints. 
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breakdown into the various types depressive re- 
actions indicated Table II. 

hoped that the diagnoses used may more 
useful the comparison results with other 
groups reported upon. The overall number pa- 
tients who recovered improved appreciably 
totalled 83% the total. The most successful 
response was noted that group depressions 
which occurred decompensation reaction 
chronic obsessive-compulsive neurosis, This not 
taken equivalent the “neurotic” de- 
pression. rather the depth and severity the 
depressed reaction together with the extent 
which reality testing abandoned which decides 
whether one should classify the illness neurotic 
psychotic depression. noteworthy that 
very high proportion patients with schizo-affec- 
tive reactions responded Parstelin. The inclusion 
schizoid elements contaminating the depressive 


TABLE 


No. 

Diagnosis cases 
Schizo-affective depressions.............. 
Decompensated 
Manic-depressive, depressed.............. 
Mixed depressions: organic, paranoid, 
(*) Excellent P=Poor 


Thus the usual history obtained was that im- 
proved sleep, improved appetite, return energy 
and interest previous directions and disappear- 
ance the depressed affect, with replacement 
the normal premorbid emotional reactions. 
euphoria, excess stimulation feeling inner 
drive was noticed, except very few patients 
who found that late afternoon tablet would inter- 
fere with the expected bedtime sleepiness. The 
dramatic evaporation the symptoms their 
illness posed the problem persuading patients 
continue drug usage orderly way, the 
temptation was expressed stop the drug since 
they were “cured”. Premature termination did lead 
relapse and the reappearance the earlier 
symptoms, whereas gradual reduction the drug 
influenced the clinical judgment the therapist, 
led much more successful result. The improved 
state the patient enhanced the accessibility 
psychotherapeutic work, and the drug reaction did 
not itself constitute further defence and re- 
sistance within the patient. 

The problem comparing differing patients 
according diagnostic categories well known. 
the hopeful attempt minimize the problem 


classifying them into neurotic 


depressions, the diagnostic labelling was carried 
out noted below. The data that were used in- 
cluded the clinical reaction the time assess- 
ment, the predominant symptoms and signs, the 
longitudinal life history, the psychopathology, and 
the modes interaction with the environment. The 


Average Results* Percentage 
Male Female age improved 


reaction has always reduced the success any 
previous therapeutic measure, that the surprising 
success the drug this group most gratifying. 
matter fact, the author regards this one 
the striking and most important effects Par- 
stelin, bringing improvement group patients 
hitherto helped little other therapies. Another 
noteworthy observation the rapidity and smooth- 
ness the therapeutic effect. may repeated 
that most patients who were benefited showed 
changes within days the onset treatment, 
and sizable group dramatic improvement 
was manifested within days. This cannot 
expected comparable group depressed 
patients who are treated expectantly, including 
taking into account the natural history the 
disorder and the tendency towards spontaneous 
recovery. 


ILLUSTRATIVE CASES 


P.S., aged 49, was diagnosed manic- 
depressive, depressed. She had been ill for eight years 
with recurrent depressions which started after hyster- 
ectomy, and had previously had six hospitalizations; 
response electroshock therapy (E.S.T.) the 
past, any other medication. The patient had be- 
come addicted barbiturates, taking 15-20 grains 
Tuinal daily. This was stopped and for hours she 
had withdrawal tremors, hallucinations and marked 
anxiety. After three days Parstelin therapy, she 
showed dramatic improvement. 


Within one month she gained weight, and 
she restored better level than any time for 
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eight years since the onset illness. Sleep and 
appetite are improved, and she has resumed her interesi 
and function the household. 


2.—Mrs. K., aged was diagnosed 
decompensated obsessive-compulsive depression. This 
was agitated depression, first attack reaction 
impending separation from her daughter and grand- 
children and impending retirement from busy active 
life. She had longstanding hypertension, B.P. 200/120 
mm. Hg, and some cardiac enlargement. She was not 
good risk for some cardiac decompensation 
was noted. After taking Parstelin, symptoms de- 
pression, anorexia, insomnia, helplessness and weakness 
began recede the third day. After two weeks, the 
patient was well, cheerful, and had regained Ib. She 
was kept daily a.m. dose for eight weeks, with 
complete recovery from the depression. She has been 
able work through her mourning reaction and has 
resumed her. presickness functions. 


3.—Mr. P.V., aged 45, was diagnosed having 
schizo-affective reaction. suicidal gesture was 
precipitated unwise investments which threatened 
the patient’s professional accountancy practice and 
also jeopardized his social, family and financial status. 
was withdrawn, uncommunicative, and self-accusa- 
tory with obsessional ruminations disaster and many 
autistic traits. After three days Parstelin therapy 
began improve markedly. After ten days, was free 
symptoms. Drug medication was discontinued after 
total six weeks, with relapse return symp- 
toms. was then able deal with his problems 
integrated and practical manner, resumed his prac- 


tice and working out rational solutions his prob- 
lems. 


EFFECTS 


Ten the 100 patients reported side effects. 
These included complaints dizziness, especially 
postural changes. Hypotension was noted 
larger number but not all complained related 
symptoms. One patient, aged 51, had myocardial 
infarction the sixth day therapy, with re- 
covery. had had previous 
cidents. uncertain whether the drug acted 
causative role, although the production hypo- 
tension may have been significant the event; 
such incidents have been reported association 
with other hypotensive agents. Several patients 
complained insomnia, which was easily con- 
trolled. One patient developed temporary salivary 
obstruction associated with extreme dryness 
the mouth and “parotid tumour” exposure 
food. Reduction the dose abolished this effect. 
Several patients discontinued the drug within 
few days and before any therapeutic effect could 
expected. These were patients who feared 
any alteration their internal system that 
any drug would lead overwhelming anxiety and 
discontinuance. toxic reactions were noted 
this series. 
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Tranylcypromine with trifluoperazine 
new antidepressant agent great promise. 
very high proportion patients with depressed 
reactions benefited from their therapy. This new 
drug noteworthy number respects. has 
rapid, smooth onset action and short interval 
therapeutic lag before significant clinical im- 
provement noted. 


Attention has already been drawn the fact 
that those patients usually unresponsive most 
other therapies have shown remarkable improve- 
ment and recovery this series. would seem 
worth while extend these investigations 
group with depressed reactions complicating 
organic disorders and additional group with 
chronic brain syndrome. The rapid relief from the 
presenting symptoms encouraged the establishment 
desirable psychotherapeutic climate, that 
important conflicts and psychotherapeutic tasks 
could dealt with. Table shows possible cor- 
relation between the average ages the patients 
and the extent improvement. might appear 
that the highest number improved cases were 
the younger age group. fact, however, age 
variation was widespread all the groups studied, 
and the correlations greater validity impress the 
author those which relate the psychiatric diag- 
nosis the drug effect. evidence has emerged 
indicate addiction properties, although larger 
experience needed clarify this issue. 


SUMMARY 


and trifluoperazine (Parstelin) 
described new and highly effective antidepressant 
drug. Clinical evaluation 100 depressed patients who 
were treated with the drug indicates that has prompt 
action, with few side effects, and toxic reactions. 
Coronary occlusion complicated one case. overall 
recovery marked improvement rate 83% re- 
ported this group from private practice. The drug 
remarkably effective groups depressed patients 
who previously have shown poor response other 
therapies. Drug improvement best aided and main- 
tained larger therapeutic milieu, which effective 
psychotherapy remains the prime and central factor. 


Parstelin for this clinical research was kindly supplied 
the Smith Kline and French Laboratories. 
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REVIEW 


PLACEBOS, PILLS AND 
ALAN DAVIDSON, M.D., Toronto 


Two ago, this writer encountered 
reading comprehensive review article well- 
known journal. This paper undertook “to review 
and evaluate the published experimental evidence 
the efficacy meprobamate the management 
The two reviewers were not lavish 
with their praise this “most frequently prescribed 
all drugs”, for they concluded that “there 
good evidence that meprobamate can distin- 
guished from placebo treating anxiety psy- 
chiatric 


The present writer has since undertaken ex- 
haustive review the literature relating the 
relief anxiety meprobamate, and the older 
phenobarbital. The conclusions reached were that 
carefully controlled drug studies are conspicuous 
rarity and that the value these drugs not yet 
scientifically established. 


former colleague once compared the introduc- 
tion new drugs “the launching pharma- 
ceutical sputniks” into the therapeutic heavens. 
further suggested that these sputniks 
turned promptly their launching sites”. 
submitted that these multicoloured satellites may 
orbit for years and years, sustained two power- 
ful forces: medical ignorance the placebo effect 
and the (doubtless unwitting) dissemination 
this ignorance the drug industry. 

outlines necessary conditions 
unwarranted success some new drugs: 

new drug must essentially non-toxic. 

There must effective standard drug for 
comparison. 

“The drug must allegedly useful for some 
disease symptom, which hard evaluate, 
has high rate spontaneous placebo-induced 
remission.” 

Lasagna’s concern stems from his knowledge 
placebo pharmacology and shared other 
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ARTICLE 


workers this field. review their writings 
may provide some insights into this concern. 


Definitions, Principles, Uses 


Placebo, derived from the Latin placere “to 
please”, has many definitions, the traditional one 
being stated the Shorter Oxford Dictionary: 
medicine given more please than benefit the 
preparation containing medicine (or medi- 
cine related the and administered 
cause the patient believe that receiving 

Placebos are often classified “pure” “im- 
pure”, the former being “inert” preparation 
(e.g. sugar tablet), the latter being “active” 
agent, used non-specific fashion (e.g. vita- 
min employed for Several 
copeias contain many impure placebos, and Dubois 
further suggests that “there placebo ingredient 
every Shapiro’ claims that “if 
can said that scientific medicine truly began only 
seven eight decades ago, are led the in- 
escapable conclusion that the history medical 
treatment the history the placebo effect.” 

Whereas the patient deceived both “pure” 
and “impure” placebos, the physician may de- 
ceived the “impure” variety, attributing them 
unwarranted therapeutic properties.* The mod- 
ern clinician-scientist feels uncomfortable the 
use the “sugar pills” his frock-coated and 
bearded predecessor. He, instead, prescribes im- 
pure placebos and eases his conscience the vain 
hope that some benefit may Placebos 
may given the patient who represents 
diagnostic therapeutic challenge, sometimes 
punishment, sometimes dismiss the 
Weiss and suggest that neurotic patients 
exhaust their physician’s supply placebos and 
then get themselves new doctor. 

Placebos have been used differentiate “func- 
tional” from “organic” illness, dubious test, the 


modern clinical research, placebos are employed 
“double-blind” 
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Shapiro’s definition the placebo effect encom- 
passes all specific treatments used non-specific 
fashion, but this review deals with drugs only. 


The Psychosomatic Relationship 


The mind-body relationship often mentioned 
but rarely measured. Stewart Wolf once conducted 
interesting experiment metabolic ward. 

The nursing staff this unit were subjected 
rather severe emotional stress—by having their 
impartiality challenged. major 
curred. “We found the metabolic ward about 
neutral South Sea Island that had recently 
been invaded Margaret Meade.” Unaware this, 
the patients “underwent extraordinary and rela- 
tively uniform disturbance metabolic 

Beecher’s. interesting review entitled “The Pow- 
erful Placebo” indicated that Cleghorn and others 
had “produced with placebos (in anxious patients 
adrenal cortical response similar that pro- 
duced ACTH normal patients”. his own 
studies, Beecher noted, “in studies severe post- 
operative wound pain extending over number 
years, have found that rather constantly 30% 
more these individuals got satisfactory pain 
relief from placebo”. Reviewing the placebo 
effect variety conditions, concluded that 
“placebos had high degree therapeutic ef- 

“26-year-old woman, disturbed reason 
psychosis with mental deficiency, institutionalized 
for over five years, who usually manifested adverse 
reactions placebos” was reported 
have “felt greatly with the latest 
series that were given This woman re- 
mained the placebo, family care home, for 
six months. 

Baker and another group re- 
gressed psychotic patients, found their dismay 
that their placebo excelled well-known tranquil- 
lizer the control incontinence. 

Placebos may also have severe side effects. Wolf 
and administering oral placebo 
group anxious patients, noted “toxic effects” 
20%. One patient “within ten minutes taking 
her pill [developed] epigastric pain, followed 
watery diarrhea, urticaria and angioneurotic edema 
the lips”. This effect occurred two presenta- 
tions the placebo, but did not occur when was 
disguised milk. 

noted the following side effects: 


TABLE 
Dry mouth.......... 50% 
Difficulty 15% 


Some these effects are rather disturbing, for 
most have changed medication when our 
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patients have complained similar side effects. 
What worse, many otherwise valuable and im- 
portant drugs may have been discarded because 
“toxic effects” worse than those obtained from 


Factors Influencing the Placebo Effect 


Although several authors refer the signifi- 
cance ritual the administration drugs, 
systematic study this factor has been under- 
ant difference between “four times day” 
and “six-hourly” (q.6.h.), the latter having more 
significance the overly conscientious patient. 

Injections are generally regarded more 
potent than oral ingestion com- 
ments: “For universal patient acceptance, nothing 
can approach the psychotherapeutic impressiveness 
puncture the integument hollow needle. 
One Beecher’s lends support. Patients 
recently subjected severe gastrointestinal surgery 
(gastrectomy, “pelvic clean-out”) achieved satis- 
factory pain relief from their first placebo injection 
51% cases. 

Physical qualities, such colour, shape, size, taste, 
The pharmaceutical industry conducts 
vate research into these factors and presents 
with myriad multicoloured and embossed 
tablets. our experience, there are authoritative 
references this subject the medical literature 
and few the pharmaceutical literature. 

One study well-known worker motiva- 
tional research noted that experimental subjects 
related certain medication forms 
anatomical regions. Pills were related “head and 
limbs, syrup and capsules chest and bowels and 
seltzer stomach”. The study concluded that 
“consumer resistance otherwise excellent pro- 
ducts [was] explained the disregard these 
ingrained 

regards the placebo effect 
function the stress undergone the patient— 
placebo effectiveness declining the symptom 
(pain) decreases Since postoperative 
pain usually decreases with time, one could equally 
claim that placebo effectiveness varies inversely 
with the number injections! theory 
interesting, possibly accounting for the occurrence 
greater placebo response patients com- 
pared “normal” pain studies 
made use injectable placebos. Another 
using oral placebos, noted cumulative effect simi- 
lar that seen with aspirin. 

The placebo effect may more 
Knowledge time-effect relationship 
essential the planning clinical trials. Brief, 
double-blind comparisons drug 
would less value the placebo effect were 
one study, placebo initially ap- 
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peared superior reserpine but later reserpine 
revealed its minimal but definite 


Personalities and the Placebo Effect 


Since many authors regard the placebo effect 
direct expression the doctor-patient relation- 
shall look first the physician. 

Whereas the suffering patient looks his doctor 
for comfort, the physician, turn, dependent 
upon his suffering charge. recovery from illness, 
besides helping the patient, bolsters the physician’s 
personality, conducted for the drug industry, noted 


what most already the physician’s 


personality major factor every cure. But 
Dichter suggests that the physician almost 
narcissistic his self-regard, citing the example 
one doctor who said, “When get good drug, 
feel almost like God.” Perhaps, herein lies 
explanation the average physician’s weakness for 
unproved drugs and prompt rejection drugs that 
fail him. Therapeutic failures threaten 
image, therapeutic catastrophes shatter it. Per- 
haps more than compassion motivates the humble 
physician and perhaps with each prescription, 
treats himself, well his charge. 

Howard Haggard his historical sug- 
gests that drugs have religious meaning, recall- 
ing that our predecessors applied religious relics 
“amulets” their aching bodies and that “internal 
amulets” were the logical treatment for internal 
ailments. mankind regards drugs with religious 
conviction, cannot exclude 
suggests that medical faith placebos 
invariably leads “hot defence them”. 

Failure essential part research but 
physicians “fail”. Jackson elaborates: 
“In practising clinical research, there obvious 
conflict loyalties which not shared purely 
medical And so, avoid controlled 
clinical research and report our primitive “clinical 

Paul Feldman noted that different “researchers” 
achieved wide range success with chlorproma- 
zine. Studying his Menninger Institute colleagues, 
noted that their therapeutic success bore 
statistical relationship their enthusiasm for drug 
therapy. Those who were enthusiastic about chlor- 
promazine seemed far more successful than 
their psychotherapy-oriented colleagues. 

few writers have made random analysis 
segments the medical literature for evidence 
clinical control. The results and 
are shown Table II. 

Applying statistical analysis his results, Foulds 
stated, “One can safely conclude that claims for 
the success treatment are closely associated 
with absence the means whereby these claims 
can scientifically substantiated.” 

The epitome unscientific candour reported 
one tranquillizer study reviewed. 
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TABLE II. 


control 


inadequate Category 


Controlled control study 
37% 63% All types 

11% 91% 


This worker, obtaining 65% improvement his 
study, concluded, “More would have got better, 
had not been for their neurotic need remain 
sick.” 

Other personalities modify the placebo response. 
The patient essentially social being constant 
contact with other individuals who have direct 
persons often have more contact with the patient 
than does the physician. Their support 
antagonism clinical trial may confound its 
planners. Recall “metabolic Another 
study Baker and compared mepazine 
with placebo group chronic regressed psy- 
chotic patients and found that the placebo achieved 
more effective control this 
study, the nursing staff attempted identify the 
agents used and predict the outcome the 
study, dropping the tablets the sink crude 
solubility test. Such difficulties are enhanced when 
the potent drug question has easily recognized 
side 


Situational factors another sort may confound 


clinical trials. one study, patient’s anxiety 


relieved when his wife had miscarriage. Had this 
event not been recognized, unwarranted cure 
would have been attributed the drug ques- 


The Patient and the Placebo Effect 


Recognition the importance the 
tient’s personality evident from 
number references this factor the placebo 
11, 28, 32, 34, 35, Some, like 
recount local prejudices: “The most typical patient 
for whom such use [placebos] suitable, the 
one with the chronic, nearly unmodifiable character 
disorder, with little insight and with physical 
complaints, largely emotional basis.” 


Other more critical analyses have studied the 
role age, sex, marital status, ethnic origins, 
religion, intelligence, education, 
maturity, dependency and faith medications. 
and gains support from the lack 
agreement among the others. The placebo effect 
considered and even variable 
the same fundamental point, for 
Lasagna and feel that “reactors” should 
excluded from double-blind studies. 


personality factors are unimportant, perhaps 


“target symptoms” disease complexes warrant 
study. number 17, 23, 28, note 
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maximal placebo effects patients suffering from 
neurotic anxiety-depression illnesses (of the “dys- 
thymic” variety described This 
particular patient group the target never-end- 
ing propaganda the patent medicine purveyors, 
perhaps reflecting that industry’s longstanding 
awareness the placebo response. The following 
the text multiple vitamin advertisement: 


you wonder what makes you darn tired? 
Nutritional deficiencies may the reason! 
used feel weak and run down from the moment 


woke the morning the time tumbled into 
bed night. 


feeling tired wasn’t enough, found myself 
getting upset almost everything. became cross 
and irritable with the children. start arguments with 
husband over the smallest things. 


“Tired blood”, weak kidneys, faltering livers 
absorb staggering amount patent medicine. 
reality atoning for the less respectable sin 
being mildly depressed. 

Ironically enough, the traditional “placebo re- 
actor’ responds poorly This 
would appear render invalid the belief that such 
patients are more “suggestible” than 
and fact, coincides with Eysenck’s view that 
“dysthymics” (anxious, depressed, are 

The “placebo reactor” remains therefore 
positively identified. Perhaps close co-operation 


with our pharmaceutical colleagues may expand 
our knowledge. 


The Cultural Attitudes Placebos 


Culturally, “placebo” unpopular word. Our 
patients, still equating neurosis with 
resent the apparent denial their suffering the 
use inert and yet demand their 

Physicians appear dislike the term and deny 
his University Cincinnati colleagues, found that 
the “other doctors” used three times many 
placebos the respondents his questionnaire. 
noted that general practitioners believed 
that they used and selected drugs far more 
scientifically than their professional equals, 
unwarranted belief his view, since later 
advises his clients “permit the doctor feel 
wise, rather than make him feel foolish”. 

Disliking deception patients, several authors 
rationalize their offering the 
most plausible solution—deception acceptable, 
for the patient’s benefit. Hofling highlights 
the reason for medical reluctance admit the use 
placebos: they represent the empiricism our 
uneasy past and constitute threat our self- 
esteem. Our faith current nostrums remains 
therefore, just like that our forebears who 
avidly digested crocodile dung, blood and “moss 
from the skulls executed criminals”. 
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Our tastes may change but faith remains. Raw- 
hide, the intrepid radio satirist, last year depicted 
imaginary interview between 
announcer and elderly Maritime bee-keeper: 


“Sir! What this wonderful drug called Royal 
Jelly?” The beekeeper chuckling, replied, “Heh! 
Heh! it’s bee spit. Yes, siree! it’s bee The 


bees down here are havin’ real you 
humans.” 


SUMMARY 


Physicians may attribute unwarranted therapeutic 


properties drugs because unawareness the 
placebo effect. 


This effect has been discussed with particular refer- 
ence its extent, its modifying factors and the cultural 
attitudes it. 

The placebo reactor has been tentatively identified 
the “person the patent medicine 


understanding the physician’s conscious and 
hidden motives and needs, the use drugs, would 
result more sophisticated prescribing. 
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INTRODUCTION 


NEUROGENIC hypernatremia syndrome charac- 
terized severe electrolyte disturbance and 
cerebral lesion, often associated with pyrexia, 
azotemia and coma. Hypokalemia common. 
most cases sodium and chloride levels the serum 
are higher than those dehydrational states. 
Sodium levels high 200 have been 

Allott? first drew attention the syndrome 
1939, but the term “neurogenic hypernatremia” was 
coined Cooper and Crevier Schoolman, 
Dubin and Hoffman‘ reported 100 cases hyper- 
natremia collected over four-year period, the 
majority which had central nervous system dis- 
ease, such encephalomalacia, intracerebral hem- 
orrhage and cerebral laceration. Many case reports 
neurogenic hypernatremia describe lesions the 
frontal lobes hypothalamus, These 
findings suggest the existence frontohypotha- 
lamic pathway regulating salt later 
report Allott® two patients with bulbar polio- 
myelitis implied relationship between this syn- 
drome and increased aldosterone production. 

This paper reports case hypernatremia with 
cerebral granulomatous lesions due Cladospor- 
ium trichoides. 


E.K., 68-year-old spinster, attended the Geriatric 
Clinic from November 1955 April 1957. diagnosis 
senile dementia was made. June 1956, chest 
radiograph revealed generalized emphysema. 

April 1957, the patient became bedridden. She 
did not recognize people, uttered unrecognizable 
sounds and grimaced though pain. She had 
mild diabetes but did not take insulin. Her diet con- 
sisted chiefly relatively starch-free baby foods. There 
was hypertension. 

July 1959, the patient became unresponsive, 
refused food and became incontinent urine and 
feces. Fever developed three days later. She took 
fluids. 

She was admitted hospital semicomatose state 
July 1959. Physical examination revealed 
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severely cachectic elderly person. Rectal temperature 
was 105° The trunk and head were warm, but the 
limbs were cold. The skin was dry and cyanosed, and 
blanched pressure. The blood pressure was unob- 
tainable; the radial and brachial pulses were not 
palpable, but femoral pulses were perceptible bilater- 
ally rate 100 per minute. The apex beat was not 
felt and the cardiac sounds were barely audible. Pupils 
were pin-point and the fundi not visualized. There was 
increased muscular tension the eyelids, and when 
they were passively raised, grimacing the face re- 
sulted. Opisthotonos was present. Respirations were 
moderately rapid and deep. There was acetone 
odour the breath. The mucous membranes the 
mouth and tongue were very dry and covered 
foul-smelling, yellow-white exudate. Chest examination 
showed increased anteroposterior diameter but was 
otherwise not remarkable. Clubbing the fingers was 
absent. Examination the central nervous system re- 
vealed generalized hyperréflexia. Babinski other 
localizing signs were not present. The tonus all 
limbs was increased and was accompanied cogwheel 
rigidity. 

catheter specimen urine showed trace pro- 
red blood cells per high-power field, occasional epithe- 
lial cells, and casts. There was insufficient urine for 
specific gravity determination. Hematological studies 
revealed the following: hemoglobin value 17.5 


(114%), white blood cell count 7200/c.mm., with 


differential count 26% stabs, 41% polymorphonuclear 
leukocytes, 13% lymphocytes and 20% monocytes. Non- 
protein nitrogen value was 145 mg./100 ml. Determina- 
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TABLE Intake, AND ELECTROLYTE 
URINE 


Days after admission 


Fluid intake 


Urine volume 


(ml./24 hours) 2340 2620 2440 2090 
Urinary electrolytes 
Creatinine (g./day) 0.78 1.25 0.85 0.85 


tions the serum electrolytes were follows: 
Chest roentgenogram revealed effusion, 
collapse consolidation. The electrocardiogram showed 
sinus tachycardia, with low voltage the chest leads 
abnormalities. Lumbar puncture 
yielded few drops clear fluid only after com- 
pression the jugular veins. 


The patient received intravenous fluid therapy with 
added potassium, métaraminol bitartrate (Aramine), 
hydrocortisone and antibiotics. The urine output for the 
first hours after admission was only ml. Then the 
blood pressure and urine output rose and continued 
normal levels. Specific gravity the urine varied be- 
tween 1.012 and 1.016. The temperature became 
normal the second day and remained for the 
next five days. micro-organisms were isolated from 
one blood culture. Urine culture showed 
growth coli. Intravenous nitrofurantoin (Furadan- 
tin) was administered. After rehydration the hemo- 
globin, blood urea nitrogen and electrolyte values re- 
verted toward normal (Fig. 1). The potassium levels 
varied between 2.1 and 4.1 despite daily intra- 
venous and oral potassium during the fourth eleventh 
days hospitalization. 


The urinary electrolytes were measured from the 
second the fourth day (Table I). Salt intake during 
this period was negligible. Gastric feedings were begun 
the fourth day after admission. The average daily 
intake comprised 1720 calories (protein 78.5 g., fat 
g., carbohydrate 189 g., salt, and ap- 
proximately potassium). Positive water 
balance was maintained throughout (Table II). 


TABLE AND Durine Last WEEK 


Intake (ml.) 2860 2735 2760 2535 


Urinary output 
(ml.) 1380 1500 1960 1730 1500 1460 960 


the sixth hospital day the patient developed 
thrombophlebitis with pyrexia (104° rectal). The 
white blood count was 23,000 per c.mm. She responded 
treatment and for the next week her condition was 
stationary. the fourteenth day the breathing became 
more laboured and there were episodes cyanosis. 
She was given oxygen, metaraminol and hydrocorti- 
sone. Determination the serum electrolytes the 
next morning revealed: 175 153 
3.1 and CO, The follow- 
ing day, the abnormalities were more pronounced: 
192 153 3.6 and CO, 
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Fig. 2.—Section lung abscess. Presence septate 
hyphae. PAS technique. 


These values were carefully checked and 
salt contamination blood samples was ruled out. The 
blood urea nitrogen increased mg. per 100 c.c. 
The temperature climbed precipitously 104° F., ‘and 


the patient died sixteenth day after admission 
hospital. 


FINDINGS 


The body was cachectic, weighing kg. There was 


partial atelectasis the lung bases and thin fibrinous 
exudate coated surface the right lower lobe. 
this lobe showed multiple microabscesses. 
The heart was normal appearance. The kidneys 
weighed 150 each. Their surface was finely granular 
but the capsule stripped easily. There was large fecal 
mass impacted the rectum with associated super- 
ficial ulceration the mucous membrane. single 
gallstone was found the gallbladder. The remaining 
abdominal organs were normal. The brain weighed 
1100 The leptomeninges were yellow and slightly 
thickened. There was significant cerebral arterio- 
sclerosis. Section the brain after formalin fixation 
revealed moderate symmetrical dilatation the ventri- 
cular system and slight widening the sulci. 
localized areas softening were present. 


Microscopic examination the lungs showed aspir- 
ated foreign material the bronchioles with at- 
tendant acute inflammatory process. There was 
abscess the right lower lobe, and the PAS tech- 
nique, branching, septate hyphae and chains oval 
fungal elements were found the wall the 
(Fig. 2). Examination the kidney revealed that the 
majority glomeruli were normal. The convoluted 
tubules were diffusely dilated and the nuclei were in- 
distinct many situations. Occasional casts were 
present the collecting tubules, and rare pus casts 
were noted. There was moderate hyalinization the 
arterioles. Examination the abdominal 
cluding the adrenal glands showed abnormalities. 


Multiple sections the brain were examined the 
following techniques: Masson’s hematoxylin, phloxine 
and saffron; Weigart-Van Gieson; aniline-thionine for 
Nissl substance; McManus’ periodic-acid-Schiff reagent 
(PAS); and Bielschowsky’s method. There was dif- 
fuse degenerative change cerebral cortex with 
typical senile plaques and neural tangles. The neurons 
showed loss Nissl substance. addition, multiple 
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Fig. 3.—Section cerebral granuloma consisting 


cluster multinucleated giant cells which the pigmented 
fungal elements can seen. Hematoxylin-phloxine-saffron. 


small granulomas were scattered throughout the cere- 
bral hemispheres and the cerebellum. The lesions were 
all microscopic size and were characterized 
aggregates multinucleated giant cells, lymphocytes 
and epithelioid cells. Within these granulomas fungal 
elements were recognized (Fig. 3). There were round 
and oval fungal elements arranged chains attached 
septate hyphae (Fig. 4). The cell wall these 
structures was rather thick and brownish. The mor- 
phology the fungal elements was indistinguishable 
from that Cladosporium trichoides. Although the 
granulomas were scattered throughout the cerebral 
hemisphere, they were somewhat more numerous 
the basal ganglia and posterior diencephalon. The en- 


tire hypothalamus was examined serial sections cut 


microns, every 20th section being examined. 
granulomas were present the hypothalamus the 
hypophyseal stalk. Posterior the mammillary bodies, 
however, scattered granulomas were encountered. None 
the hypothalamic nuclei were seen damaged 
granulomas. The pituitary gland was not examined 
microscopically, but was grossly normal. 


Cladosporium trichoides was first isolated from 
tissue Binford and was studied and 
described Emmons. Since then five additional 
cases fatal mycotic brain abscess due this 
fungus have been The case reported 
here differs from those previously reported that 
the cerebral lesions were granulomatous nature. 
The presence the fungus the wall lung 
abscess suggests that the organism entered the body 
this route. 


Hypernatremia rarely encountered electro- 
lyte disturbance. The commonest cause dehydra- 
tion associated with hypotonic fluid loss from the 
gastrointestinal tract, usually associated with im- 
pairment renal function infancy old age, 
from the skin kidneys, diabetes insipidus. 
Solute diuresis, causing relatively greater loss 
water than salt, combined with low fluid also 
leads This sequence may 
seen comatose patients high-protein gavage 
feedings. More hypernatremia may result 
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Fig. 4.—Section cerebral granuloma showing fungal 
elements PAS technique. 


from adrenal cortical hyperfunction, primary 
aldosteronism, and finally may associated with 
cerebral disease. 


this case, hypernatremia was demonstrated 
admission and again preterminally. admission 
dehydration was present, and with rehydration the 
state shock and the fluid and electrolyte im- 
balance were reversed. The main features for the 
first few days after admission were the continuing 
semicomatose state and hypokalemia. Despite in- 
travenous administration large amounts potas- 
sium, hypokalemia persisted. this time, the 
possibilities potassium-losing nephritis and 
primary aldosteronism were considered. However, 
hypertension was never present 
urinary potassium loss was not demonstrated 
(Table I). Urinary sodium excretion, though low, 
was not the extremely low levels found re- 
ported cases neurogenic hypernatremia. 


Extreme hypernatremia and hyperchloremia, as- 
sociated with hypokalemia, azotemia and rise 
temperature, occurred preterminally. The average 
daily protein intake was not excessive (78.5 g.), 
and during the two weeks preceding death positive 
water balance had been maintained (Table II). 
Dehydration was absent. The preterminal hyper- 
natremia and hyperchloremia cannot, therefore, 
explained solute diuresis. 


There was neither clinical nor autopsy evidence 
aldosterone-producing tumour the adrenal 
glands renal disease which might explain the 
electrolyte abnormalities. conclude, therefore, 
that hypernatremia this patient was secondary 
brain 


Cerebral control salt metabolism 
described Claude who demonstrated 
that puncture lesions the fourth ventricle re- 
sulted chloride diuresis. the same method 
Jungmann and produced polyuria and in- 
creased salt excretion, unmodified water salt 
restriction. Bilateral splanchnic denervation the 
kidneys also leads indicating 
direct neural influence urinary salt excretion. 
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the other hand, neuroendocrine factors are 
known involved the control salt meta- 
bolism. Rauschkolb and provide presump- 
tive evidence that the regulation aldosterone 
excretion resides primarily the diencephalon, the 
pituitary playing ancillary role. The posterior 
diencephalon may the seat production 
aldosterone-stimulating factor, while rostral pon- 
tine centre may Recent- 
the pineal gland area specifically has been im- 
plicated the regulation aldosterone produc- 

Clinically, variety brain diseases have been 
found association with either hypernatremia and 
excessive salt retention, hyponatremia with ex- 
cessive salt wasting. These may result from de- 
struction stimulation salt-retaining salt- 
wasting centres. the present case the hypernat- 
remia was associated with senile brain atrophy and 
granulomatous lesions the posterior diencephalon 
caused Cladosporium trichoides. 


SUMMARY 


case neurogenic hypernatremia described. 
Autopsy showed senile atrophy and widespread granu- 
lomatous lesions the brain, caused the fungus 
Cladosporium trichoides. 
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SPORADIC CONGENITAL GOITRE: 
REPORT CASE AND REVIEW 
THE LITERATURE* 


CLAUDE PARE, Verdun, Que. 


CONGENITAL goitre not common finding the 
newborn infant, but because the immediate 
danger the infant suffocation, represents 
challenging problem the pediatrician and the 
surgeon. Because the possible complication 
thyrotoxicosis, the endocrinologist must called 
evaluate the functional status the gland. 

The most common type goitre the newborn 
occurs iodine-deficient areas. This so-called con- 
genital endemic goitre will not discussed here. 
Congenital goitre caused other factors occa- 
sionally encountered the newborn and known 
sporadic congenital goitre. 

The goitre located higher than usual and 
times seems attached the hyoid bone. may 
huge, have more less the shape the thyroid, 
look like dumb-bell mass. The baby tends 
keep his head hyperextended and feeding may 
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exhibit symptoms ranging from cyanosis apnea. 
The infant may stillborn, the mass causing com- 
plete obstruction the airway. The diagnosis 
usually made noting the presence the mass 
and the typical findings radiography the 
neck the lateral projection! soft tissue mass 
the thyroid region that surrounds the trachea 
and sometimes the esophagus, compressing and dis- 
placing these structures. 


This paper reports case sporadic congenital 
goitre, which presents most the features the 
condition, and review the French literature. 


W., 3-hour-old white male, was admitted the 
Children’s Hospital Philadelphia, weighing 
oz. birth was noted that had slight respira- 
tory difficulty and soft tissue mass the neck. 


isolette with oxygen, his breathing improved when 
his head was extended. 


The mother was years old and had been treated 
for hyperthyroidism for the previous six years with 
propylthiouracil and times with iodine. During this 
pregnancy she was receiving 100-150 mg. day 
propylthiouracil and was kept the upper limit the 
normal range for protein-bound iodine The 
prenatal course was otherwise unremarkable. Her four 
other children are good health and did not have 
similar difficulty the newborn period. 


admission, the child was active and 
distress. Pulse was 120, respirations and tempera- 
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Fig. 1.—-The enlarged thyroid visualized both front 
and behind the trachea. The air-filled esophagus permits 
visualization the posterior displacement this structure 
the retrotracheal extension the thyroid mass. 


ture 98.6° Facies was quite unremarkable. His 
neck was supple and mass could seen the 
thyroid area, which was soft and not tender. bruit 
was heard over the mass. Remainder the physical 
examination was negative. Measurements were: height 
21% inches, head, circumference 14% inches, chest cir- 
cumference abdomen circumference 12% 
inches, and ratio upper segment lower segment 


1.38. 


Protein-bound iodine value was 7.7 serum 
cholesterol mg. Radioactive iodine uptake was 
determined his first day life, using less than 
One-hour uptake was 38% and 
hours was 30%. was washed out 100 
mg. sodium thiocyanate. Thyroid agglutinins were 
absent. admission hemoglobin value was 21.9 
and white cell count 19,000; urine was 
lateral roentgenogram the neck revealed 
tissue swelling the thyroid area and soft tissue be- 
tween the trachea and air-filled esophagus (Fig. 1). 
The chest radiograph was normal. 


The infant’s course hospital was uneventful. The 
baby was kept isolette with the head extended 
for several days and then allowed rest the 
position chose. 


Respiratory difficulty was apparent during the first 
two days life, but only association with feeding. 
While under observation for ten days, goitre de- 
creased markedly size. The baby was allowed 
taken home three days later, weighing oz. 


Two months later, the goitre was still visible, but 
had become further reduced size. 
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DISCUSSION 


Congenital goitre has been observed “in infants 
born normal mothers, those with suspected 
hyperthyroidism hypothyroidism, those who 
received thiouracil derivatives iodines, and 
those who did not receive any known 
The present case fits well the third category and 
illustrates once again the potentiality the 
thiourea derivatives cross the placenta and 
affect the fetal thyroid. 

has been shown that the human fetal thyroid 
that thiourea derivatives and other goitrogenic 
compounds cross the placenta the 
the other hand, thyroxine 
which are carried the circulation protein 
complex, not cross the placenta 

The synthesis thyroid hormones the fetal 
thyroid impaired the goitrogenic drugs which 
cross the placenta. The fetal pituitary then presum- 
ably secretes excessive amounts thyrotropic hor- 
mone which causes compensatory hyper- 
plasia the fetal gland. most instances this 
prevents the appearance signs hypothyroid- 
ism the 

Thiourea derivatives have been one the most 
frequent causes the condition. Other substances, 
such para-aminosalicylic acid, resorcinol, cyan- 
ide, fluorine, cobalt, thiocyanate and large doses 
iodine, may possibly goitrogenic. 

Under the influence T.S.H., the iodide 
taken the thyroid gland and incorporated 
into molecule tyrosine through enzymatic 
reactions. The thiourea derivatives are thought 
this incorporation, thus decreasing the 
synthesis thyroid hormones. Others suggest that 
the mechanism action the antithyroid drugs 
competing with tyrosine for hydrogen per- 
oxide, which involves peroxidase enzymatic 
catalyst different steps thyroxine 

When thiouracil derivatives are used thyro- 
toxic pregnant woman, one must remember that, 
normal pregnancy, there elevation the 
protein-bound iodine (P.B.I.) level approxi- 
mately secondary the increased binding 
capacity the specific plasma protein fraction 
fractions that normally bind the 
Treatment should directed towards 
the well-being and comfort the patient and 
beyond this permit slight deviation the 
normal serum treatment such patient 
directed towards obtaining normal non-pregnant 
values for the P.B.I. problem may arise the 
newborn. stated “excessive dos- 
age and consequent hypothyroidism the mother 
might increase the risk abortion early preg- 
nancy and could, late pregnancy, cause hypo- 
thyroidism and goitre the fetus.” 

well-controlled pregnant woman the thio- 
uracil derivatives should withdrawn two 
three weeks before delivery, provided that this 
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TABLE REPORTED THE FRENCH LITERATURE (1900 1959) 


Mother Infant 
Thyroid Thyroid Thyroid 
Year status status Dyspnea Surgery histology Clinical course 
ays. 
Fabre and 1907 Euthyroid Unknown Euthyroid Not visible days. 
Unknown Euthyroid Normal. 
cedure). 
Fabre and 1908 Unknown Euthyroid Normal. 
Fabre and 1908 Euthyroid Normal 
8.G. Euthyroid Normal 
ays 
Unknown Unknown Well. 
Unknown Unknown Unknown Well 
Unknown Unknown Unknown Well 
Unknown Unknown Unknown Well 
Unknown Unknown Well. 
Unknown Unknown Well. 
Unknown Unknown Unknown Well. 
Unknown Unknown hyper. |Stillborn 
Unknown Unknown Unknown Well. 
Unknown Unknown Well 
Unknown Unknown Well 
Guillermin® 1908 Unknown Unknown Euthyroid Visible goitre wks. 
Gonnet and 1928 Unknown Euthyroid Not visible days. 
Voron and 1932 Unknown Euthyroid Normal 
Rhenter and 1938 Unknown Normal days 
Laplane and 1954 Euthyroid Euthyroid Normal months. 
Euthyroid Unknown Normal months. 


goitre. 


No:—no known goitrogens given. 


Well:—status the goitre unknown but patient well. 


well tolerated the Use iodides 
their combination with thiourea derivatives 
not very advantageous, since hyperthyroidism 
not better controlled them, and since iodides 
have goitrogenic effect the fetus when ad- 

Despite the increased use sulfonamides and 
thiourea derivatives, the incidence congenital 
goitre still low. the last years, use thio- 
uracil the mother has frequently been reported 
associated with the appearance congenital 
and this might give the impression 
that the incidence rising. 

However, thiourea derivatives not necessarily 
cause neonatal goitre even when used during the 


hyper. :—diffuse hyperplasia. 


Section the sternocleidohyoid and sternothyroid muscles 


with liberation the thyroid gland. 


entire pregnancy. has discussed ten 
cases congenital goitre caused either 
thiouracil propylthiouracil and has also noted 
that mothers treated during their pregnancies 
with these drugs had normal offspring. the other 
hand, the report congenital goitre only one 
identical puzzling aspect. There may 
have postulated unknown constitutional 
factor responsible for the sporadic occurrence 
goitre the human fetal thyroid. 

almost uniformly cause enlargement (on the basis 
weight) the gland the mother and the 
offspring. The thyroid gland human newborn 
infants, the other hand, very difficult evalu- 
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ate because anatomical and physiological factors 
(short neck, physiological edema, softness the 
slight increase size can easily over- 
looked. 

The association between upper gastrointestinal 
tract obstruction and hydramnios well 
Congenital goitre not only obstructs the trachea, 
but times encircles the esophagus and may 
cause obstruction. Hydramnios has been reported 
five instances congenital Conse- 
quently, the presence hydramnios 
toxic pregnant woman receiving thiouracil should 
warning the attending physician look 
for congenital goitre well other obstructing 
lesions the gastrointestinal tract the offspring. 

most instances treatment symptomatic, 
the case presented above. Maintenance 
adequate airway the first goal. hyperextension 
the neck does not improve the respiratory pic- 
ture, the child should have partial, but adequate, 
resection the thyroid relieve the 
obstruction. Tracheotomy has been ineffective 
treating the obstruction. 

Rarely will newborn present picture thyro- 
with tachycardia, diarrhea, failure 
gain weight and cardiac failure. The P.B.I. value 
cannot serve reliable criterion because 
usually elevated the newborn period, reflec- 
tion the elevated P.B.I. the mother.** The 
interpretation will further complicated the 
mother has been taking iodide during the preg- 
nancy. Some have suggested that 
measurement butanol extractable iodine very 
helpful during pregnancy and the newborn period, 
since this correlates better with the functional 
newborn infant with congenital goitre, this 
condition would ‘be better treated administra- 
tion iodides than thiouracil drugs, since the 
former are more rapidly effective and their need 
temporary. 

has also been reported 
this condition and most often transient char- 
acter. Appropriate substitution therapy should 
used. 

apparatus, administration radioactive iodide 
feasible very small quantities (less than 
pe. our case). This will early produce 
demonstrating the avidity the hyperplastic tissue 
for iodide. Normally the absorption curve slower 
and the peak usually reached about the 24th 
hour. 

The incidence congenital goitre still low 
according the medical literature. One the 
recent reviews the condition the English 
literature includes survey the 
French literature since 1900 disclosed 
(Table I). Only nine have been the last four 
decades. None were associated with the administra- 
tion thiourea derivatives, and only one the 
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received goitrogen during the preg- 
nancy. One infant patient underwent surgery suc- 
had section the sternocleido- 
hyoid and sternothyroid muscles, which freed the 
thyroid gland. 

Between the years 1900 and 1910, cases were 
reported group Lyon, and with 
that thyroidectomy rather than 
tracheotomy should performed. One these 
underwent the operation just mentioned. 

Overall, nine infants were either stillborn died 
their first three days life; all were examined 
post mortem (Table I). Microscopic examination 
revealed diffuse hyperplasia the thyroid gland 
each the 37, 43, 45, 

The strikingly high incidence reported the 
decade 1900-1910 would seem indicate that 
this condition not rare one might first 
think. must also added that the reported 
literature probably does not give true picture 
the incidence this condition. 


SUMMARY 


case congenital goitre associated with adminis- 
tration propylthiouracil the mother presented. 
The physiopathology thyroid metabolism relation 
the thiourea derivatives outlined. 

The danger overtreatment thyrotoxic preg- 
nant woman, when based protein-bound iodine 
levels pregnancy, stressed, and the management 
the newborn with congenital goitre briefly dis- 


review the French literature since 1900 
included. 


The kind advice and supervision Drs. 
Bongiovanni and Hope the preparation this 
paper are appreciated. Their permission and that Dr. 
Mellish publish this case report also acknowledged. 
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SHORT COMMUNICATIONS 


GLUTAMIC ACID DERIVATIVES 
JUVENILE AND ADULT 
CELIAC DISEASE 

PLASMA GLUTAMIC ACID 
LEVELS AFTER GLIADIN 
TOLERANCE TEST* 


GERRARD, D.M., F.R.C.P.[C], 
MARKO, M.D., Ph.D. and 

BUCHAN, M.D., 
Saskatoon, Sask. 


CELIAC DISEASE, seen children, indicates 
chronic wasting disease associated with steatorrhea, 
which followed remission wheat and 
rye gluten are excluded from the diet. analogous 
disorder seen adults, whether not they have 
had celiac disease infancy, and referred 
adult celiac The precise etiology this 
disease still doubt, but there would appear 
two factors, firstly, originally shown 
Paulley,? shortening and broadening the villi 
lining the duodenum and jejunum and, secondly, 
precipitating factor wheat and rye gluten. The 
elimination this second factor alone leads 
return normal intestinal Weijers and 
Van have suggested that celiac dis- 
ease intestinal proteolytic enzyme lacking, 
that toxic glutamine-containing peptides enter the 
circulation and induce the disease. This hypothesis 
based the finding that the ingestion test 
dose gliadin followed greater rise 
the blood celiac patients than normals 
what they call apparent glutamine. The purpose 
this study has been try confirm this suggestion 
using specific chromatographic method for the 
analysis blood glutamic acid. 


MATERIALS AND METHODS 
Patients 


Ten patients, three whom were children, with 
juvenile adult celiac disease were studied; seven 
these patients have formed the basis 


the Departments Pediatrics, Biochemistry and 
Medicine, University Saskatchewan, Saskatoon, Sask. 


earlier All patients had marked steator- 
which subsided gradually with the introduc- 
tion gluten-free diet; eight were normal 
diets when tests were initiated, and two were 
gluten-free diets. The controls were healthy young 
adults who had gastrointestinal disorder. 


Gliadin 


the early experiments the gliadin used was 
the remainder the trials gliadin was purchased 
from Pentex Incorporated.* The method pre- 
paring gliadin was outlined briefly the company: 
Durham No. clear flour was blended into dough 
and extracted with 70% alcohol. The gliadin was 
precipitated from hot alcohol the addition 


water, collected filtration, washed with acetone, 
and dried. 


Gliadin Tolerance Test 


Blood was taken from normals and patients after 
overnight fast. The subjects then ingested 500 
mg. gliadin per kg. body weight the form 
baked buns washed down with orange juice; 
was given the form baked buns because 
gliadin this form was more palatable and was 
free from extra milk-protein. Four more samples 
blood were taken hourly intervals. 


Preparation Blood and Protein-Free 
Plasma 


All blood samples, ml. volume, were 
immediately placed centrifuge tubes containing 
mg. dried heparin and spun down 1500 
r.p.m. for minutes The plasma was 
pipetted off (recentrifuged necessary measured 
and stored glass-stoppered bottles the deep- 
freeze until analyzed. The samples were thawed 
quickly 40° and deproteinized with picric 
acid, and the picric acid was removed according 
the method Moore and Stein.’ 


*Pentex Incorporated, P.O. Box 248, Kankakee, IIl. 
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TABLE I.—Free THE PLASMA AFTER 
GLIADIN TOLERANCE TEST 


Free glutamic acid, mg./100 ml. 


Normals: 
aw. 0.76 0.94 1.33 0.85 1.61 
0.95 0.79 1.10 1.32 0.68 
A.M. 0.26 0.78 0.72 1.10 0.50 
F.R. 0.47 0.44 0.61 0.36 0.41 
G.H 1.51 1.40 1.49 1.51 2.06 
Average 0.79 0.87 1.05 1.03 1.05 
Celiac patients: 
1.00 0.83 
R.B. 0.37 0.37 0.64 0.63 0.55 
R.B. 0.14 0.24 0.42 
1.21 1.21 1.20 1.18 0.69 
L.S 0.24 1.41 0.96 0.99 3.28 
M.R 0.71 0.63 1.65 1.72 0.81 
C.T 0.7 1.13 0.7 0.89 
1.39 1.44 1.67 1.68 1.86 
V.L. 0.56 1.40 1.08 1.15 1.87 
P.C. 2.01 2.23 2.44 2.32 2.19 
Average 0.83 1.24 1.18 1.20 1.42 


Free Glutamic Acid 


sample protein-free plasma, containing the 
free aminoacids, was placed column 
and analyzed for free glutamic acid, 
according the method Marko.* 


Total Glutamic Acid 


Another sample protein-free 
placed tube, and equal volume con- 
centrated hydrochloric acid was added. The glass 
tube was sealed and the contents were hydrolyzed 
105° overnight. The hydrolyzate was con- 
centrated vacuo 40° C., made volume 
after adjusting the and again analyzed for 
glutamic acid. 


RESULTS 


The gliadin tolerance test was performed five 
normal adults and ten patients suffering from 


GLIADIN TOLERANCE TEST 


Total glutamic acid, mg./100 ml. 


Normals: 
5.18 11.64 11.50 9.82 10.12 
A.M. 10.70 13.25 12.58 
F.R. 9.86 8.80 9.30 
G.H. 9.35 15.85 9.05 
Average 9.28 12.75 11.14 11.02 11.87 
+2.16 +3.12 +1.72 


Celiac patients: 
R.D. 9.38 9.65 11.23 9.06 


R.R. 10.00 9.55 9.58 
R.R. 11.75 7.85 9.85 
P.K 11.80 11.19 12.02 9.05 9.96 
L.S 8.97 9.24 11.69 11.98 9.46 
M.R 15.72 9.37 9.15, 10.25 
C.T 10.99 10.19 12.42 12.02 
V.L. 8.70 9.04 9.74 9.70 10.39 
9.30 8.72 9.72 
Average 11.09 10.11 10.27 
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100 ML. PLASMA 


PER 


MG. GLU. 


TIME (HOURS) 


Average S.D. normals. 


Average S.D. patients. 


Fig. glutamic acid levels the plasma after 
gliadin tolerance test. 
juvenile and adult celiac disease. The results 
the free glutamic acid are given Table and 
total glutamic acid Table II. 

The results are conveniently summarized 
examination the mean and standard deviation. 
There statistical difference between normals 
and patients the amounts free glutamic acid 
the plasma. most the subjects the values 
approximate mg. per 100 ml., and there little 
difference between the fasting and subsequent 
levels. Similarly there statistical difference 
between normals and patients the levels 
total glutamic acid any the time-points. The 
results both groups fall between and mg. 
per 100 ml. the free glutamic acid subtracted 
from the total glutamic acid, the value for com- 
bined glutamic acid obtained. Since there 
difference between normals and patients the 
first two values, follows that there can 
difference the latter. mentioned previously, 
the reason for carrying out such arithmetical 
manipulation make our results comparable 
the “apparent glutamine” the Dutch workers. 
Weijers and Van have claimed that 
after gliadin loading-test celiac patients showed 
rise greater than 40% the fasting level for 
apparent glutamine; contrast, normals never 
exceeded this value. our series similar calcula- 
tions for combined glutamic acid gave, normals, 
average increase 63.4 45.2 and pa- 
tients 23.7 18.2 

Fig. the total glutamic acid levels have been 
illustrated graphically. the standard deviation 
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considered, there distinction between normals 
and patients. If, however, only the mean values 
are considered, the normals tend have slight 
increase while the patients exhibit flat curve; 
these findings bear the 


glucose tolerance curves celiac patients and 
normals. 


Our results are variance with those the 
Dutch workers, who used the method Prescott 
and determine glutamine. These 
workers were not sure their early studies 
whether they were measuring glutamine alone 
glutamine plus alpha- peptides; 
they therefore called these substances “apparent 
glutamine”. more recent they were able 
estimate specifically glutamine and found that 
the rise was not due glutamine itself; they con- 
cluded that was due glutamine-containing 
peptides. Payne and have obtained 
similar results with the Prescott and Waelsch 
method, but they found that though there was 
statistical difference between the rise normal 
children and those with celiac disease, the standard 
deviation was considerable, and they concluded 
that the test was not suitable for diagnostic pur- 
poses. They did not, however, give any data regard- 
ing the actual levels for the blood glutamine. 

True blood glutamine levels, contrast ap- 
parent glutamine levels, have also been studied. 
The results reported have been inconsistent. Using 
glutaminase, Alvey, Anderson and found 
that there was significant rise the blood gluta- 
mine; the percentage rise the controls was 27% 
and the celiac patients 79%. closer scrutiny 
their figures reveals that the average rise the 
celiac patients was not 79% but 51%. Although 
the rise the latter was greater than the con- 
trols, this rise was due entirely the low fasting 
levels the celiac patients; glutamine rose from 
mean 4.5 mg. mean 6.8 mg. the 
celiac patients, and from mean 7.0 mg. 
8.8 mg. the normals. The highest levels 
the celiac patients were, average, lower than 
the fasting levels the normals. hardly 
justifiable therefore suggest that these results 
reveal higher levels toxic glutamine-containing 
peptide the blood celiac patients than 
normals, for only lower leveis the fasting state 
have been demonstrated. Weijers and Van 
using the same method, found that the 
rise was not significant. Puranen, Puranen and Hall- 
voltage paper electrophoresis, studied blood gluta- 
mine levels two celiac patients and two normal 
patients after administration oral gliadin. Their 
results were keeping with those Alvey and his 
colleagues, but not with those Weijers and Van 
Kamer. 

using methods similar those 
Puranen al., following blood glutamine levels 
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normals, celiac patients and children with other 
gastrointestinal disorders, confirmed the greater 
rise celiac patients but noted, addition, 
that the greatest rises were when the fasting levels 
were lowest. Analogous rises were found chil- 
dren with ‘chronic diarrhea and other wasting dis- 
orders. One the highest rises was actually 
normal child whom excluded from his series 
was unable re-examine him. concluded 
that the test was not specific. 


have measured both the free and the com- 
bined glutamic acid celiac patients and 
normals. The free and combined glutamine levels 
tended rise less celiac patients than normals, 
this respect behaving like glucose and xylose, but 
this difference was not significant. have there- 
fore obtained evidence suggest that the 
plasma celiac patients contains toxic glutamine- 
containing peptide. These findings are keeping 
with those Ghadimi and and may 
explain why Weijers and Van have had 
difficulty confirming their original studies. 


SUMMARY 


Plasma levels free glutamic acid and glutamic. 


acid liberated acid hydrolysis plasma have been 
measured ion-exchange chromatography after 
gliadin tolerance test. significant difference between 
normals and patients with celiac disease was found. 


These studies not reveal the presence ab- 
normal peptides excess glutamic acid deriva- 
tives the blood patients with celiac disease, and 
lend support the hypothesis that the disease 
due toxic glutamine-containing peptides the blood. 


This work was supported Child and Maternal Welfare 
Grants the Department National Health and Welfare, 
Ottawa. The technical assistance Mr. Lyle Johnson 
gratefully acknowledged. Thanks are also due Miss Suzanne 
Yip, who received the Lederle award assist 
project, and Miss Irene Pylypchuk for drawing the graph. 
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GLUTAMIC ACID DERIVATIVES 
ADULT CELIAC DISEASE 


URINARY TOTAL GLUTAMIC 
ACID 


GERRARD, D.M., F.R.C.P.[C] and 
BUCHAN, M.D., F.R.C.P.[C], 
Saskatoon, Sask. 


Has described the occurrence amino- 
aciduria celiac disease. the process carrying 
out gliadin tolerance tests? were interested 
the extent glutamic acid excretion this dis- 
order. Although was not practical obtain 
measure the free urinary glutamic acid the 
short column resin employed this method, 
was easy acid hydrolyzates urine. 
The values obtained hydrolyzates urines gave 
measure the free and combined glutamic acid, 
that is, the total glutamic acid. The daily output 
total glutamic acid patients with untreated 
adult celiac disease was found higher than 
that normals; these values decreased when the 
patients were given gluten-free diet. 


groups patients were studied: 
(1) nine normal adult males; (2) six patients with 
adult celiac disease taking normal diets; (3) ten 
treated patients taking gluten-free diets, and (4) 
eight patients with unrelated disorders, but includ- 
ing four with chronic diarrhea due 
ative colitis, regional enteritis hypercatabolic 
hypoproteinemia. 

Urine.—Initially, 24-hour collections urine were 
made with thymol preservative, Recently, 
ml. each glacial acetic acid and toluene have 
been place thymol. The volume the 
urine was first measured, after which the urine was 
stored deep freeze until analyzed. 


TABLE CREATININE AND GLUTAMATE 
EXCRETIONS NORMAL ADULTS 


Creatinine Glutamate 
Age per day per day 


Subject Sex (years) (g.) 
A.M. 175 2.04 594 
PS. 1.76 385 
H.G.1 155 1.07 214 
H.G. 1.42 265 
W.G. 170 1.23 252 
J.G. 160 1.68 307 
F.R. 190 2.39 452 
F.R. 2.12 468 
L.J. 170 1.51 360 
G.H.1 180 2.16 427 
G.H. 1.85 428 
K.G.1 145 1.77 694 
K.G. 1.57 630 
Average 1.69 413 
+8.D +0.39 +141 


*From the Departments Biochemistry, Pediatrics and Medi- 
cine, University Saskatchewan, Saskatoon, Sask. 
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TABLE CREATININE AND GLUTAMATE 
UNTREATED ADULT CELIAC PATIENTS 


Creatinine Glutamate 
Age Weight per day per day 


Subject (years) (g.) 
M.R. 157 1.37 1310 

1.31 1330 

1.23 850 

1.27 643 
130 1.18 1059 
F.C. 0.68 525 
C.F. 125 1.05 1102 
M.B. 118 1.68 1014 
Average 1.15 966 
+0.31 +261 


creatinine content urine was 
measured according established 

Total glutamic chromatographic pro- 
cedure described for acidic 
aminoacids was used determine glutamic acid 
acid hydrolyzates urine. 


RESULTS 
Normals 


The daily urinary excretion glutamic acid and 
creatinine, together with the sex, age and weight 
the subjects, given Table The excretion 
glutamic acid averaged 413 141 mg. per day. 


Adult Celiac Patients Untreated 


Six patients were studied (Table II). These 
patients, average, excreted 966 261 mg. 
glutamic acid per day. This value almost twice 
that found normals; one patient excreted 
much 1330 mg. glutamate per day. 


TABLE CREATININE AND GLUTAMATE 
EXcRETIONS CELIAC PATIENTS GLUTEN-FREE 


Creatinine Glutamate 
Age Weight per day per day 


Subject Sex (years) (g.) 
LS. 110 1.08 496 
0.86 630 
0.89 481 
107 1.42 444 
0.99 390 
0.72 258 
0.73 294 
1.32 248 
0.86 358 
C.T. 150 1.47 507 
0.95 608 
1.75 712 
P.C 145 1.16 362 
0.90 356 
1.15 348 
V.L. 104 0.85 487 
0.65 271 
0.78 821 
M.R. 165 1.88 608 
120 1.00 430 
B.H. 137 0.65 293 
J.M. 125 1.26 504 
Average 1.0 442 
+0.33 +121 
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Fig. 1.—Urinary daily glutamate plotted against daily 
fecal fat excretion. 


Adult Celiac Patients Treated 
Gluten-free Diet 


Ten patients were studied (Table III). The 
excretion glutamate averaged 442 121 mg. per 
day; the excretion glutamate these patients 
was therefore within the normal range. Two patients 
were studied both with normal and gluten-free 
diet. Their average daily glutamate excretion fell 
from 1033 and 1059 mg. 608 and 255 mg. respec- 
tively per day. The concomitant fall fecal fat 
and urinary glutamate illustrated 


Patients With Other Disorders 


order assess the significance the daily 
urinary output glutamate, certain other dis- 
orders, including four cases chronic diarrhea, 
were studied (Table IV). One subject only, 
patient with hypercatabolic hypoproteinemia, had 
high glutamate output. This patient was originally 
thought have adult celiac disease, for had all 
the salient features this disorder, including 
steatorrhea, but failed improve gluten- 
free diet; his jejunal mucosa was also microscopi- 
cally normal. The diagnosis idiopathic hyper- 
catabolic hypoproteinemia was established the 
turnover rate and the elevated fecal 
excretion 


The output glutamate was also elevated, 
relation weight, the patient with phenylke- 
tonuria. Such children excrete phenylacetylgluta- 
mine the urine, for phenylacetic acid, end 
product the disordered phenylalanine meta- 
bolism, excreted conjugated with glutamine. 


Aminoacidurias have been divided into the over- 
flow and renal The former .is unlikely 
explanation the high glutamate celiac dis- 
ease, because these patients, have already 
have normal levels both free and com- 
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TABLE CREATININE AND TOTAL GLUTAMATE EXCRETIONS 
OTHER 


Creatinine Glutamate 
Age Weight per day per day 
Subject Diagnosis (g.) 


Sex (years) (mg. 
H.Y. Regional ileitis 105 0.83 314 
0.77 288 
J.N. Ulcerative 
colitis 0.54 164 
0.44 156 
M.M. Ulcerative 
colitis 0.90 276 
F.S. Hepatic 
cirrhosis 122 0.42 197 
0.48 189 
P.P. Infectious 
hepatitis 0.87 369 
0.70 312 
D.D. Phenylketonuria 0.19 220 
0.21 343 
1.51 1130 
hypoproteinemia 1.41 1260 
1.53 1160 
1.35 1220 
1.41 811 
1.14 413 


bined glutamic acid, both the fasting state and 
after gliadin tolerance test. lowered renal thresh- 
old for glutamate alternative explanation; 
this instance, the defect the transport mechanism 
across the renal tubule might well secondary 
prolonged malnutrition, leading lack enzyme 
increased glutamate excretion associated with 
phenylketonuria, the glutamate conjugated with 

end product metabolism. have not ob- 
tained any evidence indicate that the blood 
celiac patients contains toxic glutamic-acid-con- 
taining peptide. Nevertheless, factor wheat 
gluten does precipitate this possible 
that glutamic acid may acting detoxicating 
agent, and combining with some component 
metabolite gliadin, and may then appear 
the urine. These alternatives are being investigated. 


SUMMARY 


has been shown that untreated adult celiac 
patients have higher output glutamic acid 
hydrolyzates urine than normals. When these 
patients are given gluten-free diet, urinary glutamate 
excretion returns normal levels. The significance 
this finding briefly discussed. 


This work was supported funds from the Child and 
Maternal Health Grant, Department National Health 
and Welfare. Technical assistance Mrs. Heilbrun, 
Mr. Lyle Johnson and Mr. Ken 
acknowledged. are indebted Dr. Hilliard, Depart- 
ment Medicine, University Saskatchewan, Saskatoon, 
and Dr. Cyrus Rubin, Department Medicine, 
University Washington, Seattle, for providing information 
and specimens from their patients. Thanks are due Dr. 
Gordon, National Heart Institute, Bethesda, Maryland, 
for helping the studies the patient with exudative 
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THE RENAL FACTOR THE ETIOLOGY 
Primary Gout 


OUT may regarded disorder purine 

metabolism, accompanied almost invariably 
raised level uric acid the blood. The exact 
relationship the hyperuricemia the acute 
attacks arthritis, however, still remains obscure. 
the later stages uric acid does contribute 
structural damage, the form tophaceous urate 
deposits, notably cartilage, bone, tendons, bursae, 
kidneys and other organs. Two forms gout have 
generally been recognized: the first these may 
properly called primary gout, since has not 
been shown the result any other demon- 
strable disease; the other referred secondary 
other diseases. Most frequently these involve the 
hematopoietic system and include 
tive disorders polycythemia, myeloid metaplasia, 
leukemia, even hemolytic anemia 
and pernicious anemia, which there excessive 
turnover nucleoprotein. 


man and the anthropoid apes, uric acid the 
end product purine metabolism and must there- 
fore excreted unchanged, largely the urine. 
improper balance between these two processes, 
uric acid production and uric acid excretion, results 
hyperuricemia and constitutes the main problem 
gout. Certain aspects purine metabolism may 
absolved blame the pathogenesis primary 
gout, the basis available knowledge. The 
degradation exogenous (dietary) nucleoproteins, 
nucleic acids and purines obviously augments urate 
production, and thereby places added load 
the kidney. However, this has direct bearing 
the pathogenesis either primary secondary 
gout. Biosynthesis and degradation endogenous 
nucleic acids accelerated rate, with excessive 
production intermediary purines including the 
end product uric acid, are fundamental the 
pathogenesis secondary gout, for example 
myeloproliferative disorders. date, this factor 
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has not been shown operative primary gout. 
Enzymatic destruction urate the enzyme 
uricase may occur minor degree man, 
chiefly result bacterial action the intestine, 
but has not been shown significant factor 
the problem gout. 

considering the pathogenesis primary gout, 
therefore, are left with two possible explana- 
tions for the increased concentration uric acid 
the blood. (1) Accelerated biosynthesis 
purines and purine derivatives from simple carbon 
and nitrogen compounds, metabolic pathway 
not involving intermediary incorporation into 
nucleic acids: has long been known that ap- 
proximately 30% patients with primary gout, 
even low purine intake, habitually excrete 
excessive amounts uric acid and therefore must 
synthesize excessive amounts urate. has also 
been shown that this accelerated synthesis may 
occur through such shunt mechanism. Over- 
production uric acid, therefore, can reasonably 
accepted the cause hyperuricemia this 
group. However, the remaining 70% patients 
with primary gout excrete amounts uric acid 
which are not excess normal. this larger 
group patients the cause the hyperuricemia 
has remained unexplained. (2) Diminished excre- 
tion urate the kidneys: was Garrod 
(1848) who first suggested that the hyperuricemia 
gout was due inefficient elimination uric 
acid the kidney. This interpretation remained 
popular even late 1935. 

The concept inborn metabolic error charac- 
terized overproduction uric acid, pre- 
sumably divergent pathway, was considered 
from the beginning but did not gain 
support until classified Garrod (1931). 
These two conflicting views the etiology 
primary gout, viz. overproduction uric acid vs. 
diminished excretion the kidney, have been 
contested ever since, although the majority 
present-day investigators and 
strongly favour the view that the primary defect 
basically overproduction uric acid. 

With the advent methods involving the use 
isotopes nitrogen and carbon 
appeared that explanation the defect uric 
acid metabolism primary gout might found. 
Unfortunately this has not been the case. Initial 
studies with glycine which demonstrated 
increased rate uric acid synthesis, were later 
shown not apply those patients who excrete 
normal amounts uric acid. Similarly, studies 
with glycine while first suggesting excessive 
excretors, have not been confirmed. These tech- 
niques have failed, therefore, provide the 
answer those patients who, the absence 
overt renal damage, not excrete excessive 
amounts uric acid the urine. The problem 
accepting the overproduction concept all pa- 
tients with primary gout the fact that does not 
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explain why, there overproduction, some 70% 
patients excrete normal amounts uric acid. 
also seems unreasonable that these patients, the 
face high serum urate levels, not excrete more 
uric acid the urine the renal mechanism for 
handling urate normal. 


well known that the renal mechanism for urate 
excretion very sensitive and can affected one 
direction the other many influences such 
fasting, high fat intake, administration lactate, 
uricosuric agents, diuretics and other measures. 
Relatively few observers, however, still support the 
older concept renal defect, the principal con- 
tender being Vigorous opposition 
this concept has been expressed number 
The principal reason for the aban- 
donment the renal concept seems have been 
the inability various workers demonstrate 
basic renal defect uric acid Most 
observers have generally agreed that some gouty 
patients excrete slightly less urate than normals 
proportional their filtered load, but have usually 
attributed this renal damage resulting from the 
disease They have maintained that the differ- 
ences are small, that the values fall largely within 
the two standards deviation from normal and 
that therefore they are not significant. 


Recent studies Houpt and the 
diurnal pattern and 24-hour pattern uric acid 
excretion gouty (hyperuricemic) and non-gouty 
(normouricemic) patients are interest and ap- 
pear resolve some the misunderstanding. Their 
data showed that both groups exhibited similar 
diurnal patterns but that gouty patients who were 
not over-excretors reabsorbed approximately 
more their filtered urate load, alternatively 
excreted less their filtered urate load, than 
did non-gouty individuals. This could not as- 
cribed secondary renal damage, since gouty 
patients with overt renal damage reabsorbed less, 
not more, their filtered load. testing the 
significance the difference the means for 
the two groups, the apparently small difference 
approximately was highly 
0.001). Asymptomatic, non-gouty, hyperuri- 
cemic patients were essentially different from 
gouty patients. Furthermore, the same statistical 
criteria, when applied the published data 
other yielded similar conclusions. 
Thus, when patients with renal disease and obvious 
over-excretors were excluded, the 
dominant group gouty patients showed con- 
sistent difference from normal regards percentage 
filtered urate load reabsorbed, percentage 
filtered urate load excreted and clearance urate. 
Contrary, then, the conclusions drawn these 
earlier studies that the small differences were not 
significant, they appear fact statistically 
hand, statistical evaluation those patients who 
excreted excessive amounts uric acid, and who 


presumably were over-producers, showed that their 


EDITORIALS AND 


renal function with respect excretion uric acid 
was much better and essentially different from 
that non-gouty controls. Using somewhat 
different approach which non-gouty subjects 
were rendered hyperuricemic, Nugent and 
were able show that, under these circumstances, 
non-gouty subjects excreted proportionally more 
their filtered uric acid load than did gouty subjects. 
Newer data isotope incorporation into uric acid 
combined with uric acid excretion studies have 
just been reported Seegmiller and appear 
confirm these observations. Similar conclusions 
have been expressed recent 
editorial. 


summary then, would now appear that both 
mechanisms, overproduction uric acid and di- 
minished excretion uric acid, play important 
role primary gout. reappraisal renal function 
gout suggests that what currently described 
primary gout may not constitute single entity, 
but would appear composed least two 
groups patients, respect the pathogenesis 
the hyperuricemia: (1) those patients whom 
overproduction uric acid the main defect, and 
(2) those patients whom diminished renal ex- 
cretion uric acid the main defect. Since 
that both factors may play simultaneous role 
some patients. One might speculate further that 
will shown that more than one 
mechanism can fault each these groups. 
For reasons that are apparent, the second 
group patients that treatment with uricosuric 
agents likely achieve best results. 


M.D., 
Department Medicine, 
University Toronto. 
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TRANQUILLIZER TREND$ 


ROM the Mental Health Division our De- 

partment National Health and Welfare 
comes news that all not tranquil the tran- 
quillizer front (Canada’s Mental Health, Novem- 
ber 1960). New prescriptions for this group 
drugs are declining slightly number and the 
spectacular sales boom recent years beginning 
taper off. Some the old favourites that rode 
the crest the boom are giving way newer, 
Johnny-come-lately preparations, claimed their 
manufacturers more effective with fewer 
undesirable side reactions. 


| ~ 
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According New York Times despatch, 
recent survey drug companies the United 
States revealed that about 20,670,000 new tranquil- 
lizer prescriptions were filled last year, about one 
for every nine citizens the nation; and refills were 
ordered for additional 30,000,000 previously 
issued prescriptions. These prescriptions for tran- 
quillizer drugs accounted for 5.4% new 
prescriptions for all drugs 1957; this percentage 
declined “alarmingly” 5.3% 1959. According 
another marketing survey, there were 1,000,000 
1957, the peak sales year. Patients longer flock 
their doctors’ offices with demands for “happy 
pills”, and the medical profession too are becoming 
more wary prescribing these drugs merely 
mood modifiers. 


However, such cold cruel facts life are viewed 
philosophically the pharmaceutical manufactur- 
ing brotherhood, who accept the fact that the 
tranquillizer fad must inevitably reach peak 
some point and then begin decline. Nevertheless, 
the quarter-billion dollar tranquillizer industry that 
sparked revolution the purview mental 
health the past few years not any means 
ready roll over and play dead. That these 
pharmaceuticals will continue enjoy widespread 
use for years come evidenced the fact that 
the consumption ataractic drugs mental hos- 
pitals continues increase. Vast new galaxies 
these products are making their appearance 
the market, offering broader range agents for 
treatment mental illness, incidentally 
creating sharply heightened competition among 
the drug companies. 

Nor the pharmaceutical industry overlooking 
any possibilities for future rainy days. When 
purchases for human consumption begin decline 
more acutely, there always alternative market 
potential exploited the application the 
tranquillizers such exotic and intriguing func- 
tions the capture gorillas, the prevention 
weight loss cattle during transport, the calming 
soothing scrappy chickens. 


SoME NEw VIEWS OBESITY 


usual concept fat deposits the body 

that they behave relatively inert manner. 
However, many physicians and physiologists are 
now coming believe that fat constitutes 
adipose organ rather than inert mass. This adi- 
pose organ has great deal activity and not 
merely state suspended From 
extensive studies intact animals using deuterium 
radioactive carbon labels, has been shown 
that half the adipose organ and 
mice metabolized and reconstituted the very 
short period five nine days. transpose 
these figures directly man, rather woman, 
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find that normal woman about 132 
weight the age 40, who has fat turnover 
this order, would forming and destroying 
more than fat every hours. Whether 
this happens the human does these 
experimental animals not known for certain, but 
does least suggest that great deal physio- 
logical activity does take place the fat organ. 


metabolism were completely inert, one would 
expect that feeding the same number calories 
composed different proportions fat, carbo- 
hydrate and protein would have the same effect, 


‘but this not the case, shown studies which 


have been carried out the Institute Clinical 
Research, Middlesex Hospital Medical School, 
London. patients are placed daily 1000- 
calorie diet, given 90% fat, 90% protein, 
90% carbohydrate, most weight lost the high- 
fat diet, almost much the high-protein diet, 
and considerably less the 1000-calorie carbo- 
hydrate diet. matter fact, certain number 
patients actually gained weight the 1000- 
calorie high-carbohydrate diet. 


was concluded, therefore, that the type 
food influences the rate fat mobilization. The 
details this process are not known. Also involved 
are certain hormones such adrenaline, noradren- 
aline, corticotrophin, pituitary growth hormone and, 
most recently, hormone extracted from the urine 
fasting human subjects, described Chalmers 
1958. This particular mobilizing substance 


‘said produced the pituitary gland. 


formed particularly when the patients are fasting, 
when they are 1000-calorie diet composed 
90% fat; 2000-calorie diet composed 80% 
fat; 1000-calorie diet composed 90% protein; 
and also certain disease conditions such 
carcinomatosis, diabetic ketosis, and 
operative state. This hormone produces weight 
loss when injected into mice. Obviously men are 
not mice, but nevertheless this recent development 
great importance unravelling this whole 
problem the control obesity. 


From the therapeutic point view, therefore, 
would appear that patients would lose weight 
more rapidly placed either low calorie 
diet containing high proportions fat high 
proportions protein. The patient could also 
assisted his her endeavours the use 
certain appetite-suppressant drugs prescribed 
physician. addition, evidence accumulating 
that reasonable amounts exercise during re- 
ducing diet would also contribute more rapid 
loss weight. 
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NOVOBIOCIN-TETRACYCLINE THE 
TREATMENT EAR, NOSE AND 
THROAT INFECTIONS 


the Editor: 


read with some interest the article Dr. John 
Atkins the use novobiocin-tetracycline combina- 
tion therapy ear, nose and throat infections (Canad. 
J., 83: 909, 1960). Although the effectiveness 
novobiocin against staphylococci not disputed, 
the use this antibiotic combination the therapy 
the cases presented is. The author points out that the 
staphylococci were cultured from site infection 
more than one-quarter the patients. However, 
they were cultured less than the patients with 
disease present areas other than the middle ear. 
contradistinction this, streptococci (which are still 
sensitive penicillin) were cultured almost 95% 
the patients who had cultures taken from areas other 
than the middle ear. This fact alone would suggest 
that penicillin would much more efficacious drug 
use the therapy these latter diseases. 

relation cases acute otitis media the author 
does not state whether not the instances 
staphylococcal culture occurred those patients who 
had spontaneous rupture surgical drainage the 
tympanic membrane. well known after spon- 
taneous rupture the tympanic 
lococcal contamination quickly occurs although has 
had part whatsoever play the initial infection. 
addition, the author does not have data suggest 
whether not the staphylococci were sensitive pen- 
icillin some staphylococci still are, nor does have 
any direct evidence that staphylococci were etiological 
agents the otitis media. would most interesting 
know whether the staphylococci were cultured after 
surgical drainage the drum. this regard excel- 
lent study Mortimer and Watterson 
(Pediatrics, 17: 359, 1956) (in different age group, 
sure) did not find the staphylococcus the 
infecting agent clinical otitis media 104 infants. 
these patients material was obtained from the middle 
ear aspirations the drum. Steps were taken 
correct the data for any possible.contaminating external 
organisms the drum itself. 


The author himself points out that clarification 
the issues regarding antibiotic combinations the 
therapy respiratory infections needed the 
“confused and perplexed practitioner” who wishes 
use those antibiotic preparations which will cure his 
patients most quickly and inexpensively. Because the 
above-mentioned points plus the absence any control 
series, think that the author’s article has added 
the confusion rather than clarifying the situation. 

M.D., 
F.A.A.P., 
Assistant Professor Pediatrics, 


University 
University Hospital, 
Saskatoon, Sask. 


the Editor: 


answer Dr. Holman’s letter, reiterate that 
“any antibiotic preparations that will cure his patients 
most effectively, quickly and inexpensively important 
the practising physician interested curing pa- 
tients”. well-accepted fact that the combination 
novobiocin and tetracycline makes the occurrence 
resistant strains virtually non-existent. This, feel, 
the big advantage using novobiocin 
cycline together, rather than themselves. study 
Goldstein and Daly, “Antibiotic Specificity 
Ear, Nose and Throat A.M.A. Arch. 
Otolaryng., 62: 384, 1955), the authors conclude 
follows: “The use two antibiotics, treatment, 
most forcefully attacking the enzyme 
systems the bacteria different ways, the develop- 
ment resistant strains prevented.” 

Cultures were taken from the ear the strictest 
aseptic manner. Among the cases acute purulent 
otitis media, with staphylococcal organisms, five surgi- 
cal myringotomies under strict aseptic control were 
performed. 

Dr. Holman states that staphylococcal infections are 
very common result contamination spon- 


taneous ruptured infected ear. agree, but the 


staphylococci are present treatment must given. 
While antibiotic sensitivity determination the 
ideal approach, hardly feasible routine office 
home treatment. The most practical compromise ap- 
effective against the range bacteria likely en- 
countered the type infection treated, and one 
should use the antibacterial therapy which offers the 
greatest chance success. 

345 Bloor Street West, 
Toronto, Ontario. 


PHYSICIAN and historian speaking persons with 
vested interest the diseased. Hence, position 
maintain that medical progress throughout the ages has 
always been founded upon fresh methods ‘looking at’ 
the morbid reality that the patient. Hippocrates looked 
the patient sufferer; Galen view func- 
tion not only his humours but also his diseased 
organs, much ourselves these days; Morgagni 
related the patient’s symptoms determinate internal 
organs, which turn inspired Laennec’s work; Addison 
with his investigations the suprarenal cortex showed that 
endocrine lesions were possibly the core certain dis- 
eases; Claude mighty figure who was not 
physiologist but Physiology itself human form—taught 
think physiologically, base our opinions not only 
data and statistics but also the normalities 
and abnormalities the body processes; Virchow brought 
this notion down the level the cell; Pasteur initiated 
the “tyranny” the microbe, which was last many 
years; and Ehrlich and Fleming contributed not only fresh 
forms therapy but also fresh approaches the problem 
disease, fresh vantage points from which track down 
the sources disease. But all these men, with the exception 
Galen, had one factor common: They were able lucidl 
and accurately report their observations the sic 
human being.—F. Marti-Ibanez; Centaur, Essays 
History Medical Ideas, M.D. Publications, New York, 
1958. 
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ISOENZYMES AND MYOCARDIAL 
INFARCTION 


Certain total tissue enzyme consist 
several distinct components differing from each other 
serologically, chemically and electrophoretically. Five 
electrophoretically distinct forms lactic dehydro- 
genase human blood and other tissues have been 
identified and isolated. These components, isoenzymes, 
have characteristic distribution human tissues and 
show individual quantitative isoenzyme patterns. 
means starch-gel electrophoresis, Wroblewski -al. 
(New England Med., 263: 531, 1960) have shown 
that human plasma lactic dehydrogenase (pLD) 
activity consists isoenzymes designated 
pLD,, pLD,, pLD, and (the slowest migrating 
isoenzyme being referred pLD, and the fastest 
pLD.). Plasma from normal adults has typical iso- 
enzyme pattern which pLD, pLD, pLD, 

Cardiac muscle contains LD, and with pre- 
ponderance LD,. other human tissue studied 
had the same isoenzyme composition heart tissue. 


Transmural and subendocardial myocardial infarc- 
tion was found cause alteration the isoenzyme 
pattern plasma which resulted increase 
pLD, and pLD,, and characteristically was 
greater than pLD,. The plasma isoenzyme pattern seen 
the course myocardial infarction appeared 
more sensitive, specific and lasting parameter 
myocardial necrosis than the measurement total 
serum plasma enzyme activity. Diseases organs 
other than the heart cause changes the plasma iso- 
enzyme pattern, but these alterations are different from 
those observed after myocardial infarction. 


NEW APPROACH THE 
STUDY DREAMS 


Recent editorials Lancet (2: 745, 1960) and 
the British Medical Journal (2: 1146, 1960) have com- 
mented new and promising line investigating 
dreams that has been opened Dement, Mount 
Sinai Hospital, New York. Starting from the observation 
that dreams were accompanied rapid synchronous 
eye movements (probably the dreamer “watched” 
the events the dream), Dement studied dream cycles 
means electroencephalograms (E.E.G.) and 
electrical records eye movements (Science, 131: 
1705, 1960). typical night undisturbed sleep was 
found include four five periods dreaming, each 
lasting some twenty minutes and accompanied 
lightening sleep, shown the E.E.G. effort 
establish how far this dream experience (equal 
about 20% the total sleep time) was physiologically 
necessary, dreaming was abolished: for five successive 
nights soon eye movements and the E.E.G. 
suggested the start dream cycle, the eight volun- 
teers (all were young men) were firmly woken up. 
the first night this awakening was followed 
normal, dreamless spell; but the pressure dreaming 
increased and more and more frequent awakening was 
required subsequent nights. 


Practical difficulties prevented total dream depriva- 
tion, and Dement estimates that the dream loss was 
65-75%. During the first night the subsequent “re- 
nights undisturbed sleep, six the eight 
volunteers dreamed some 50% excess normal; one 
subject dreamed normally the first recovery night 
(after cocktail party) but excessively the follow- 
ing four nights; only one did not over-dream. Com- 
pensatory over-dreaming lasted for about five nights— 
i.e. about the same time the preceding deprivation. 
That this result was due deprivation dreams 
rather than sleep was suggested further series 
recordings which six the subjects were simi- 
larly awakened for the same number nights but not 
during dreams: thereafter the increase dream time 
was much smaller. During dream deprivation the sub- 
jects became anxious and irritable and their mental 
concentration poor: one subject left the study 
apparent panic after three nights and 
stopped short four nights; five had greatly in- 
creased appetite and gained weight. All these changes 
disappeared when the dreaming was restored. There 
were such changes during the “control” awakenings. 

These results would have been surprise Freud, 
who held that was vitally important 
part mental function. impressive case therefore 
has been made for regarding dreaming 
human need. 


CHOLESTEROL SYNTHESIS— 
TRIPARANOL 


Triparanol (MER/29) produces 
ing effect rats. This effect the result inhibition 
cholesterol biosynthesis, and has been shown that 
the inhibition specific for cholesterol. The drug was 
evaluated hospital patients Carver, Freeman 
and Smith (Ann. Int. Med., 53: 462, 1960). was 
found lower the level serum cholesterol, par- 
ticularly during the first four weeks therapy. When 
medication was discontinued, the decrease level 
serum cholesterol was not maintained. The results also 
suggested that earlier low levels serum cholesterol 
are not maintained during interval continuous 
administration medication. 

should emphasized that biological variation 
levels serum cholesterol may account for the 
results obtained here. Watkin gives standard devi- 
ation valuation serum total cholesterol 13.96 
mg. and Ravin states that attribute some 
medication therapeutic effectiveness lowering choles- 
terol level there should decrease cholesterol 
100 mg. only one sample taken, least 
lowering. 

Any inferences drawn from this study must 
recognition that the diet was not controlled, that the 
experimental group did not have abnormally high 
level cholesterol the beginning the study, and 
that, far known, patients had pre-existing 
physical illness, such coronary heart disease, familial 
hypercholesterolemia diabetes mellitus. 


(Continued advertising page 25) 
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MEDICAL 


THE ASSOCIATION CANADIAN 
MEDICAL COLLEGES 


The 1960 annual meeting the Association 
Canadian Medical Colleges was held the Medical 
Building the University Toronto Monday, 
November 21, and Tuesday, November 22, under 
the chairmanship the Association president, Dean 
Ettinger Queen’s University, Kingston, On- 
tario. Among the guests attendance were Dr. 
Cameron, Deputy Minister Health; Dr. 
Kinde, Director, Division Medicine and 
Public Health, the Kellogg Foundation, Battle 
Creek, Michigan; and Dr. Kelly, General Secre- 
tary the Canadian Medical Association. 

brief report was presented concerning the visit 
the accreditation team from the Association American 
Medical Colleges Laval University September 
1960, and its scheduled visits the University 
Montreal December 1960 and the University 
Ottawa March 1961 were announced. addition, 
Dean MacFarlane Toronto reported the Mc- 
Laughlin Foundation visiting lectureship which was 
conducted this year Professor Charles Illingworth, 
Regius Professor Surgery, the University Glasgow. 


The Medical Research Council Canada 


1957 delegation from the Association Cana- 
dian Medical Colleges presented brief the Ministers 
National Health and Welfare, Veterans Affairs, Trade 
and Commerce, and National Defence, requesting that 
the Federal Government appoint committee review 
the methods which the Government Canada 
supported research medicine, study the adequacy 
this support and recommend future policies 
support and development medical research Cana- 
da. February 1958 the Government appointed such 
committee, composed representative medical scien- 
tists from across Canada, under the chairmanship 
Professor Farquharson the Faculty Medicine, 
University Toronto. 

Professor Farquharson delivered comprehensive re- 
port the developments arising from the activities 
this “Special Committee Appointed Review Extra- 
mural Support Medical Research the Government 
Canada”, now generally referred “the Farquhar- 
son Committee”. The studies this committee were 
embodied documented report which was presented 
November 12, 1959, the Chairman the Com- 
mittee the Privy Scientific and Industrial 
Research, the Honourable the Minister Trade and 
Commerce, Mr. Gordon Churchill. Among the major 
recommendations contained this report were pro- 
posals that Medical Research Council created 
under terms similar those the National Research 
Council, key organization advise the Govern- 
ment matters concerning research medicine; that 
its initial budget for 1960-1961 set level 
$4,000,000; that the Departments National Health 
and Welfare, Veterans Affairs and National Defence 
continue support programs their special spheres 
interest; that co-ordinating committee created 
with representatives these various agencies; and 
that the sum $37,000,000 provided the 
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Federal Government for the erection research facili- 
ties the medical schools and teaching hospitals 
Canada. 

June 30, 1960, the Cabinet approved 
recommendation from the Privy Council Committee 
Scientific and Industrial Research stating that the 
Government should announce that the National Re- 
search Council was being instructed 
Division Medical Research this time virtually 
autonomous subsidiary, designated the Medi- 
cal Research Council, within the framework the 
N.R.C., and that the light experience further 
consideration would the time when Parli- 
ament would asked approve the detachment 
the Medical Research Council from the N.R.C. 

November 14, 1960, the National Research 
Council announced the dissolution its Division 
Medical Research and the establishment its stead 
Medical Research Council with responsibility for 
all activities formerly conducted the Medical Re- 
search Division, the new council have virtually 
complete autonomy its operations and full responsi- 
bility for policy concerning the support medical 
research, functioning under the general administration 
the National Research Council. The Medical Re- 
search Council has been created interim measure 
pending the Government’s further consideration 
appropriate legislation establish its complete inde- 
pendence. 

The N.R.C. then appointed Canada’s new Medical 
Research Council follows: Chairman: Farqu- 
harson, Professor Emeritus Medicine, University 
Toronto, and former Vice-president National 
Research Council; Secretary: Auer, Professor 
Anatomy and Associate Dean, Faculty Medicine, 
University Ottawa, and former Assistant Director 
the Division Medical Research, National Research 
Council; Members: Jaques, University Sask- 
atchewan; Reed, McGill University; 
Stewart, Dalhousie University; Brown, Queen’s 
University; Darrach, University British Columbia; 
Rossiter, University Western Ontario; Doupe, 
University Manitoba; Chute, University 
Toronto; Gingras, Laval University; Mac- 
Kenzie, University Alberta; MacIntosh, McGill 
University; Bouthillier, University Montreal; 
and Taylor, University British Columbia. 

Professor Farquharson outlined the immediate plans 
and proposed activities the new M.R.C. com- 
mented its intent maintain close liaison with the 
other government bodies which deal with medical re- 
search (the Departments National Health and 
Welfare, Veterans Affairs and the Defence Research 
Board) well with other large granting bodies 
such the Canadian Arthritis and Rheumatism 
Society, National Heart Foundation and National Cancer 
Institute, dealing with applications for research 
grants and fellowships and redirection such appli- 
cations when desirable. 

further stressed that the support training 
medical scientists was one the most important func- 
tions the Medical Research Council and outlined 
some detail its plans for the support personnel 
this program. Dr. Farquharson described the eligi- 
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bility requirements, tenure occupancy, financial sti- 
pends and procedure for application for Medical 
Research Council Fellowships, Assistantships and As- 
sociateships. informed the Association the 
Council’s discussions concerning the provision burs- 
aries and studentships for graduates science, arts 
and engineering support their further studies leading 
Ph.D. degrees the medical sciences. For the 
present the M.R.C. does not plan enter this field, 
however. described the Council’s program 
summer scholarship awards which will become effective 
1961 and will provide maximum two such 
scholarships per medical school any given time. 
These scholarships are tenable for three months per 
year and are renewable three years. They carry 
stipend $1000, and applicants are selected 
the deans the respective medical schools 
Canada. Their objective stimulate the interest 
medical students research. 

The Council will also provide awards, beginning 
1961, support visits medical research scientists 
from other countries, the visiting scientist spend 
period three months one year working one 
the research departments Canadian medical 
school conjunction with the staff the department. 
Three such awards will available per year, 
cations for which are submitted the M.R.C. 
the Canadian medical schools January 

Dr. Farquharson described the details procedure 
for submitting applications for research grants-in-aid 
and for travel allowances grantees. commented 
that the M.R.C. was also giving consideration the 
granting Dean’s Funds provide for small research 
projects and for travel allowances research workers 
within the medical schools, the interests their 
particular research activities. These comments were 
received with considerable enthusiasm the deans. 

Following Professor Farquharson’s report, Dean 
Ettinger stated that recent correspondence with the 
Minister Finance, Mr. Fleming had indicated his 
support the proposed research grants 
program the extent least $4,000,000 for the 
forthcoming year. 


The Effect Hospital Services Insurance 
Medical Education 


The potential effects existing legislation concern- 
ing hospital services insurance upon the teaching 
clinical medicine hospital settings were viewed with 
considerable apprehension. was stressed that insofar 
affects administration hospital services insurance 
all levels government, the present legislation 
recognizes distinction between hospitals with obli- 
gations provide facilities for undergraduate post- 
graduate medical training the one hand, and non- 
teaching hospitals the other. was emphasized that 
strong outpatient organizations are absolute require- 
ment for adequate undergraduate teaching the hospi- 
tals associated with medical schools and that under 
existing regulations and accounting procedures, hospi- 
tals are being asked make undue financial sacrifices 
order maintain these active and well-staffed out- 
patient clinics that are necessary the school. There 
evidence increasing resistance towards the con- 
tinued assumption such losses the teach- 
ing hospitals, and their withdrawal support out- 
patient departments could constitute serious drawback 
clinical teaching. The Association has recommended 
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that operating costs for organized outpatient depart- 
ments teaching hospitals should either shared 
costs under the Federal-Provincial hospital services 
insurance program should supported some other 
manner acceptable federal and provincial govern- 
ments. 

Other features teaching hospital which involve 
higher levels financial outlay than those for non- 
teaching hospitals include the cost maintenance 
that area the hospital required the medical 
school for teaching and research; the maintenance 
adequate libraries, and photographic and medical illus- 
tration departments; the development new diagnostic 
and therapeutic procedures involving not only equip- 
ment but also the services skilled workers and 
technicians; increased establishments for secretarial 
services and resident staff; and the provision 
expensive facilities and personnel services for the 
establishment and operation clinical investigation 
units. The Association believes that these items should 
uniformly included legitimate charges the 
general insurance fund that there should special 
arrangements whereby grants could made the 
medical schools cover such items which may not 
included the general insurance accounting esti- 
mate. was observed that some provinces the 
various hospital services commissions have been reason- 
able and co-operative accepting these added costs 
teaching hospitals and including them the overall 
account chargeable the general insurance fund 
but that there lack uniformity this practice 
which creates disconcerting state instability for 
the teaching hospital and considerable apprehension 


concerning its future financing. 


was considered important first step towards 
solution this problem that the wording the existing 
legislation dealing with hospital services insurance 
changed imply least recognition the fact 
that teaching hospital has peculiar features and prob- 
lems that differentiate from non-teaching hospital. 
was observed, however, that before any such amend- 
ment could effected, the agreement those 
provinces that have signed contracts with the Federal 
Government regarding the financing hospital in- 
surance would have obtained. 

July 1960 the Association Canadian Medical 
Colleges prepared brief which described these prob- 
lems detail. Deans MacFarlane and Ettinger were 
delegated present this brief the Minister 
National Health and Welfare. meeting was arranged 
with the Minister and senior members his depart- 
ment, who expressed their sympathy with, and under- 
standing the special needs medical schools and 
teaching hospitals and their intent study ways and 
means meeting these needs. the same time 
was pointed out that the Department National 
Health and Welfare could not act directly the field 
medical education. The deans impressed upon the 
Minister the concern the A.C.M.C. for safeguarding, 
under system universal hospital services insurance, 
the conditions which will enable medical schools 
fulfil their obligations the Canadian people the 
teaching and training sufficient number doctors 
and specialists. 

discussion this report which was introduced 
Dean MacFarlane, Dr. Cameron, Deputy Minister 
Health, pointed out that many provisions the 
hospital services bill could used assist the 
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financing practically all these high-cost services 
teaching hospitals with the exception those in- 
volving direct medical care patients. The adminis- 
trators provincial hospital services plans have the 
power extend such special financial support teach- 
ing hospitals and are aware that the Department 
National Health and Welfare willing share the 
extra costs involved. However, the Federal Government 
not empowered enforce any such action pro- 
vincial hospital services administrators. Dr. Cameron 
suggested that the ideal solution these problems 
would provided the medical schools themselves 
could assume the entire costs teaching hospitals 
teaching units within hospitals where medical school 
teaching and research are conducted. 

Dr. Kelly, General Secretary the C.M.A., sug- 
gested that while medical schools and teaching hospi- 
tals are experiencing such difficulties present, these 
are likely compounded many fold and when 
medical care insurance becomes effective. expressed 
the opinion that considerable importance that 
these matters carefully defined and impressed upon 
the Federal Government and, possible, that steps 
taken amend existing legislation take cogniz- 
ance the special problems teaching hospitals 
before any program for medical care 
adopted. 


Establishment Secretariat Canadian Medical 
Education 


its November 1959 meeting the A.C.M.C. adopted 
resolution recommending that its delegates meet with 
representatives the Canadian Medical Association 
and the Royal College Physicians and Surgeons 
Canada discuss the establishment Canadian 
Medical Educational Secretariat with the responsibility 
conducting investigations into various aspects 
medical education Canada. The initial project this 
Secretariat would conduct survey present 
facilities for undergraduate medical education, assess 
the degree which these facilities are meeting existing 
requirements, forecast the trend future medical 
educational requirements, and the basis this 
information consider the advisability establishing 
additional medical schools, especially the more 
heavily populated provinces. The Association expressed 
its concern with the fact that 35% more new 
medical registrants Canada are graduates foreign 
medical schools. These foreign graduates have settled 
all provinces with the exception Quebec, where 
citizen. This situation has given rise claims that 
additional medical school required the province 
Quebec meet the demands for increased numbers 
physicians eligible practise that province. There 
also considerable body opinion certain large 
cities Ontario which favours the creation new 
medical school that province but adequate 
information available support this opinion 
indicate the optimum location for such school. 

Additional functions envisaged future projects for 
the Secretariat would entail comprehensive studies 
the cost medical education Canada; the extent 
which this should subsidized government 
and/or other funds; the and 
other aspects medical teaching and the modifications 
thereof that should recommended the medical 
schools; the influences hospital services insurance 
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and, indicated subsequent developments, medi- 
cal services insurance medical education; and factors 
influencing the enrolment high school graduates 
medical schools and the diversion desirable 
students other professions and careers. antici- 
pated that variety other functions the Secre- 
tariat would become apparent after had been 
established. The meeting representatives the 
A.C.M.C., the C.M.A. and the Royal College Physi- 
cians and Surgeons was held April 1960, and was 
agreed that action should taken establish 
Canadian Medical Educational Secretariat under the 
auspices the Association Canadian Medical 
Colleges. 

Problems concerning financing, housing and staffing 
the Secretariat were investigated Dean Ettinger. 
has been ascertained that negotiations for the rental 
suitable premises new Royal College Physi- 
cians and Surgeons building Ottawa appear promis- 
ing. proposed initially, the staff would 
include full-time medical secretary, medical economist 
and secretarial personnel. The estimated per annum 
cost for the early years operation has been set 
$35,000 $50,000. The immediate problem present 
secure sources financial support this level. 
Dean Ettinger established negotiations with the Kellogg 
Foundation Battle Creek, Michigan, explore the 


possibility obtaining grants this order for five- 


year period from that fund-granting body. 

Dr. Matthew Kinde, Director the Division 
Medicine and Public Health, the Kellogg 
Foundation, who attended the meeting, confirmed the 
interest the Foundation continuing negotiations 
this proposal. However, Dr. Kinde pointed out that 
further clarification the legal status the A.C.M.C. 
and its Secretariat would required, and would in- 
volve the legal incorporation the Association before 
would become eligible receive gifts grants which 
would considered under Canadian law. 

Dean Ettinger elaborated further plans for financ- 
ing the operational costs the Secretariat after com- 
pletion the five-year period during which would 
supported by.the proposed grants from body such 
the Kellogg Foundation. anticipated that further 
financial support will solicited from Canadian 
government grants, private granting bodies and annual 
contributions from each the Canadian medical 
schools. also planned solicit contributions from 
the Canadian Medical Association, the Royal College 
Physicians and Surgeons Canada, and possibly 
from the Medical Council Canada. 

The Association then passed, unanimous vote, 
motion legally incorporate the A.C.M.C., and di- 
rected executive take the required action this 
regard. 


The Relationship Teaching Hospitals and Medical 
Schools 


General Hospital, presented particularly stimulating 
and report discussions the 
recent meeting the Teaching Hospitals Section 
the Association American Medical Colleges. The 
central theme this report concerned the various 
aspects teaching hospital and medical school relation- 
ships which are fundamental importance the 
efficient operation both organizations and the fulfil- 
ment their obligations and duties the community. 
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The effect teaching and research upon the hospital 
was explored three sessions, dealing respectively 
with the quality medical care, community relations 
and financing. Mr. expressed the patently 
sound opinion that medical schools and teaching hospi- 
tals can better fulfil their respective roles they have 
better appreciation each other’s problems; problems 
that are multiple, complex and subject changing 
influences. 

The audience was duly impressed with this report, 
and several the deans requested copies Mr. 
text. These matters are particularly timely 
and pertinent many the important current prob- 
lems medical education. hoped that they may 
the subject article the 1961 Medical 
cation number the C.M.A. Journal. 


Statistics Canadian Medical Education: 1959-1960 


Dr. Thompson the University Alberta, 
Secretary the Association, presented the 1959-1960 
statistical report based the information provided 
the Canadian medical schools the relevant 
sections questionnaire designed the Association 
American Medical Colleges and the A.M.A. Council 
Medical Education and Hospitals. This report in- 
cluded: data the total numbers male and female 
students each year all Canadian medical school 
courses and comparison 'these totals with parallel 
data for the previous two years; numbers students 
withdrawing from Canadian medical faculties and the 
reasons for withdrawal; attempted assessment the 
value the Medical College Admission Test (M.C.A.T.) 
means predicting failure complete the course 
for academic for other reasons; numbers foreign 
students registered each year Canadian medical 
school courses and comparison total numbers 
foreign medical undergraduates each the past 
three years; data concerning the premedical academic 
averages for all first-year students Canadian medical 
schools; numbers vacancies for students who could 
accommodated each year the Canadian medical 
school courses, over and above those registered (it 
interesting note that the number vacancies for 
additional students who could accommodated 
showing increase and estimated this basis 
that existing medical schools could accommodate some 
224 more students first year than are presently 
enrolled); statistical data concerning the number and 
categories graduate students and full-time staff 
Canadian medical schools. anticipated that 
Dr. Thompson’s report will published detail 
the 1961 Medical Education issue the C.M.A. 
Journal. 


Other Business 


Other items the agenda included discussions of: 

Negotations with the local committee investigating 
the possibility establishing medical school within 
the University Sherbrooke. 

need for precise definition intern and 
resident establishments for various categories hospi- 
tals. Dean Stewart Dalhousie University observed 
that certain non-teaching hospitals are attempting 
meet their medical staff requirements 
considerable numbers foreign physicians interns 
and residents. Since their payment and maintenance 
are chargeable hospital operation expenses, this 
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practice is, effect, using hospital services legislation 
provide medical care services. 

memorandum from Dr. Gingras Laval 
University emphasizing that major importance 
that adequately trained, competent 
biochemists placed charge hospital biochemistry 
departments whether they hold M.D. Ph.D. degrees. 
present, hospital biochemistry department heads are 
only approved the College Physicians and Sur- 
geons Quebec they hold M.D. degrees. The Associ- 
ation expressed its concern with this problem and 
recommended its discussion with the Royal College 
Physicians and Surgeons Canada. 

Proposals presented two delegates from the 
Canadian Association Medical Students and Internes 
relative the establishment CAMSI fund sub- 
sidize undergraduate and graduate medical training. 
While this would initially fund, its ultimate 
conversion bursary fund anticipated. The pro- 
posed methods financing this project were discussed 
length. The Association expressed its support the 
aims this plan but was not prepared provide its 
unqualified endorsement the methods proposed for 
its financing until these had been subjected further 
study. Dean MacFarlane was delegated accompany 
the CAMSI representatives their negotiations with 
the C.M.A. 

invitation from the Executive Director the 
Canadian Arthritis and Rheumatism Society sponsor 
and participate national conference study 
methods providing increased numbers graduates 
Canadian physiotherapy schools. Dr. Roger Dufresne, 
Assistant Dean Medicine, University Montreal, 


was appointed the Association’s delegate. 


Next Meeting 


The executive was directed arrange the site and 
date the next meeting the Association. 


PROGRESS CANCER 


For the first time many years has not been an- 
nounced that the problem cancer would yield another 
five years. the contrary, the recent meeting New 
York the American Chemical Society, was declared 
that nothing especially new. This singular frankness 
great step 

has long been clear from the clinical events that 
nothing very much new, though headlines and portentous 
announcements—cold comfort agonized families—have 
come and gone. some neoplasms, promising symptomatic 
steps have been taken with chemotherapy. Still are far 
from cure. 

When the screening some 5000 chemical agents failed 
produce revolutionary measure, the lesson might have 
been drawn that simple chemotherapy may not contain the 
solution all. the contrary, the score had soon come 
10,000 and then 20,000, and present scientists are plod- 
ding through almost that many compounds each year; can 
anyone have the heart (or the omniscience) say it’s 
mistake? 

Perhaps not, but the promise longer shines 
brightly. The cancer patient has more elaborate attentions 
endure, though not for any remarkably longer time. 
therefore sign real progress that the chemists, 


honesty, shrug shoulders; nothing much new, any 
moment something genuinely new and important will 
conceived, somewhere, someone but for truly great 
leap best have one’s feet the ground.—Editorial, 
Medical Tribune, October 10, 1960. 
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ASSOCIATION NOTES 


PROFESSIONAL RESEARCH 
ASSOCIATES 


rarely that the distribution circular com- 
munication has given rise more enquiries than that 
which has followed the recent mailings Professional 
Research Associates over the signature James 
Carter, M.D. The first these was dated August 
and began with the disarming question (as one G.P. 
another), “May ask professional favor?” The 
spelling the final word suggested that the writer 
might citizen the United States and the letter- 
head address, Box 726, Adelaide Street Post Office, 
Toronto, did nothing dispel the impression. search 
the Directory the American Medical Association 
and the Canadian Medical Directory failed identify 
Dr. Carter but filled out and returned his question- 
naire journal reading habits. August 12, 
many colleagues had asked about him and Pro- 
fessional Research Associates that wrote him chatty 
letter the Post Office find out who was and 
what was to. 


September 28, Mr. Martin Aks, Manager, 
Professional Research Associates, East New 
York, replied for Dr. Carter and supplied the following 
information: “We are consulting firm. Our clients 
are mainly companies engaged supplying goods and 
services the field human and animal health.” 
concluded that this was another marketing research 
survey and put the file away. 

However, shortly after the distribution the mail 
November 17, phone began ring and this 
time was the specialists who were asked professional 
favour (in Canadian spelling this time), Dr. Carter. 
two-page questionnaire wanted know all 
about them and their methods practice, whether 
they regretted their choice specialty, whether they 
had too many too few colleagues their field and 
whether their opinion the trend government 
medicine would affect them. All callers wanted 
know who the was this Dr. Carter? Did live 
the Post Office? And had the C.M.A. ever heard 
Professional Research Associates? Shortly thereafter, 
the mail brought similar enquiries 
Columbia and Saskatchewan, and concluded that 
was time write again Mr. Aks. suggested that 
the professional favours requested the elusive Dr. 
Carter were creating suspicion, alarm and despondency 
among colleagues and that was time that his 
organization revealed itself order that could 
determine whether had any obligation participate 
whatever project had mind. 

Under date December Mr. Aks confirms that 
Professional Research Associates marketing re- 
search organization acting this instance for Parke, 
Davis Co. Ltd. The data obtained from Canadian 
doctors are intended for publication Patterns 
Disease, periodic brochure circulated Parke, Davis. 
James Carter, M.D., medical writer and editor 
the full-time employ Professional Research Associ- 
ates medical consultant. graduate Albany 
Medical College, class 1956. 


have learned several things from this experience. 
Doctors communications more 
thoroughly than thought possible. the spate 
direct mail advertising which reaches them, their 
secretaries draw their attention letters which seem 
slightly higher index suspicion than general practi- 
tioners. Both groups are resistant questionnaires. 
They attribute their medical organizations aware- 
ness the bona fides letterwriters which itself 
heartening and they are disinclined take part sur- 
veys unless they are endorsed. A.D.K. 


SCIENTIFIC EXHIBITS THE 
1961 ANNUAL MEETING 


Application forms for space the Scientific Exhibit 
the 94th Annual Meeting the Canadian Medical 
Association, held the Queen Elizabeth Hotel, 
Montreal, June 19-23, 1961, may obtained from 
Dr. Pattee, Chairman Scientific Exhibits, 1390 
Sherbrooke St. West, Montreal. Please specify whether 
application forms are required French English. 


Exhibits may presented either French 


English, but preferably not both. the exhibitor’s 
discretion, mimeographed sheets 
exhibit, the language not used for the exhibit itself, 
may included. 


All applications must received the committee 
not later than March 24, 1961. Selection exhibits 
will made early April, and prospective exhibitors 
will informed about April 17, 1961, whether their 
applications have been accepted not. Those whose 
exhibits have been accepted will then sent de- 
scription the location the space allocated. 

Exhibitors are responsible for all charges connected 
with the transportation, setting and dismantling 
exhibits, but there charge for exhibit space. 


C.M.A. TELEVISION FILMETTES 


meet the need for public education specific 
health topics, the C.M.A. Committee Public Rela- 
tions has produced three one-minute filmettes 
Accidental Poisoning; Obesity; and Physical Fitness. 


The script for these filmettes was prepared the 
C.M.A. Secretariat and the Nucleus the Committee 
Public Relations. Before production commenced the 
script was passed each Divisional Public Relations 
Committee for approval. 


The filmettes were produced Ottawa the 
Crawley Film Company, and have now been distributed 
some television stations throughout Canada. 

The interest and co-operation the independent 
stations and the Canadian Broadcasting Corporation, 


airing these medical messages, has been most en- 
couraging. 
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LIBRARY MEDICAL TAPE 
RECORDINGS* 
THE COLLEGE GENERAL PRAC- 


Canada has established 
library medical tape record- 
ings both French and English 
for loan without charge its 
members. hoped build 
this library that the 
near future will contain re- 
cordings Canadian authorities most major 
medical subjects which are interest general 
practitioners. The recordings are one-half hour 
listening-time length. 


The tape recordings listed below are now avail- 
able. you wish one these, please address 
your request to: 


Medical Tape Recordings Library, 
c/o Dr. John Finley, 
John Wyeth Brother (Canada) Ltd., 
Walkerville, Ontario. 
The recordings will mailed loan for 
period two weeks. Included with the tape record- 


ing will addressed stamped cover for its 
return Walkerville. 


TAPE RECORDINGS FOR DISTRIBUTION 


Medical Aspects Treatment Ulcerative Colitis. 
Dr. Jack Prince (Cert. Int. Med.), Chief, 
Windsor, Ont. 


Surgical Aspects Treatment Ulcerative 
Colitis. 
Dr. Robert- Whitty (Cert. Gen. Surg.), 
Surgical Staff, Grace, and Metro- 
politan General hospitals, Windsor, Ont. 


Considerations the Diagnosis Important 
Pediatric Conditions. 
Edward Winbaum (Cert. Paed.), Pedi- 
atric Staff, Grace, and Metropolitan 
General hespitals, Windsor, Ont. 


Use Drugs Emotional Disorders. 


Dr. Keith MacLean (Cert. Psy., D.Psych.), 
Clinical Director, Ontario Hospital, London, Ont. 


Psychosomatic Medicine. 


Dr. Ernest Goddard (Cert. Psy., F.A.P.A.), 
Senior Associate Professor Psychiatry, Uni- 
versity Western Ontario Medical School; 
Chief Psychiatric Unit, Victoria Hospital, 
London, Ont. 


Treatment Alcoholism. 


Dr. McFarlane (Cert. Psy.), Staff Psychia- 
trist, Ontario Hospital, London, Ont. 


*This service made possible through the assistance 
John Wyeth Brother (Canada) Ltd. 


10. 


13. 


14. 


15. 


Depression and Suicides. 


Dr. Charles Cleland (Cert. Psy.), Instructor 
Psychiatry, University Western Ontario 
Medical School; Superintendent, Ontario Hos- 
pital, St. Thomas, Ont. 


Problems Mental Retardation. 


Dr. Donald Zarfas (Cert. Psy. plus D.C.H.), 
Medical Superintendent, Psychiatric Research 
Institute for Children, London, Ont. 


Resuscitation the Newborn. 


Dr. Thomas Robson, F.R.C.S.[C], (Cert. 
Obst. and Gyn.), Obstetrical and Gynecological 
Staff, Grace, and Metropolitan Gen- 
eral hospitals, Windsor, Ont. 


Bleeding Pregnancy. 


Dr. George Maughan, F.A.C.S., F.R.C.S.[C], 
Professor and Chief, Department 
Obstetrics and Gynecology, McGill University; 
Chief, Obstetrics and Gynecology, Royal Vic- 
toria Hospital, Montreal. 


Closed Intra-Abdominal Wounds. 
Dr. Harvey (Cert. Gen. 
Surg.), Surgical Staff, Flin Flon Clinic, Flin 
Flon, Man. 


Surgical Emergencies the Newborn. 


Dr. Raymond LaRocque, F.R.C.S.[C], 
Surgical Staff, Grace and Metro- 
politan General hospitals, Windsor, Ont. 


Hyperventilation Syndrome. 
Dr. Norman Thibert (Cert. Int. Med.), 
Internal Medicine Staff, Grace and 
Metropolitan General hospitals, Windsor, Ont. 


Clinical Analysis the Disorders Motion, 
from Neurological Standpoint. 
Dr. Michael Vulpe, Chief Resident, Department 
Neurology, Wayne State Medical School, 
Detroit, Mich., U.S.A. 


Recent Progress the Study Stress. 


Dr. Hans Selye, Ph.D., D.Sc., Professor and 
Director, Institute Experimental Medicine 
and Surgery, University Montreal. 


LISTE DES SUJETS ENREGISTRES 


Physio-Pathologie Lésion Organique 


Associée Clinique. 
Lucien Coutu, F.R.C.P.[C], Départe- 
Dieu, Montréal. 


Rhumatologie, 
France. 
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entre Interniste Psychiatre. 


Jean Fortin, Montréal, Psychiatre. 


pathologique dans les avortements. 
Roland C.S.P.Q., Départe- 
Miséricorde, Montréal. 


Dermite Atopique. 


Yvon Daillargeon, Assistant 
Montréal. 


Sylvio LeBlond (Cert. Méd. Int.), Chef 
St-Vallier, Chicoutimi; Professeur 
Médecine Clinique, Université Laval. 


Syndromes Post-cholécystectomiques 
Post-gastrectomiques. 
Professeur Chirurgie, Université 


Chicoutimi. 
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Général Windsor Métropolitain, Ontario. 


Syndrome 


Norman Thibert (Cert. Médecine In- 
terne), Médecine Interne 
politain, Ont. 


10. Analyse Clinique des Désordres Mouvement 
point vue neurologique. 


Michael Vulpe, Chief Resident, Department 


Neurology, Wayne State Medical School, 
Detroit, Mich. 


Dr. Thomas Robson, F.R.C.S.[C] (Cert. 
Obst. and Gyn.), Obstetrical and Gynecological 
Staff, Grace, Hétel-Dieu and Metropolitan Gen- 
eral hospitals, Windsor, Ont. 


DR. HERBERT BURNS COLEMAN, aged 82, died 
the Toronto East General Hospital October 
1960. Born near Cookstown, Ontario, taught school 
before studying medicine the University Toronto, 
where graduated 1905. practised Palmers- 
ton, Ontario, until 1930 when moved Toronto 
where was the staff the Grace Hospital. 

survived two sons, one whom Dr. 
Coleman, and two daughters. 


DR. EDWARD CHARLES HART, aged 90, died 
October St. Joseph’s Hospital, Victoria, B.C. 
Born Nova Scotia, graduated from McGill Uni- 
versity 1894. practised the Maritimes before 
going Victoria, where served coroner for 
ears. 

Dr. Hart was colonel during World War and for 
two years was charge army hospital the 
Mediterranean area. 

Dr. Hart survived son. 


DR. CHARLES HART 
APPRECIATION 


not given many men live for almost three 
full generations. Still less common thing for such 
man full possession his faculties, and con- 
tinue work till the very end. 

But our old and honoured friend, Dr. Hart, 
Victoria, did it, and when his work was over, left 
quickly and with fuss. 

Dr. Hart has been landmark British 
Columbia medicine for many years. has been 


strong and vigorous man; had outstanding 
personality. coroner the City Victoria, had 
served for years, and till the very end, was 
excellent coroner. 

Dr. Hart was born Nova Scotia, and young 
man went McGill, where graduated with the 
degree M.D., 1894, the head his class. 
went the Maritimes for three years practice, and 
came west Victoria, 1897, where was 
general practice for many years. became Coroner 
1898. 

was connected with the Army for many years 
doctor Work Point Barracks, though continuing 
private practice. When World War broke out, 
went overseas where served for nearly six years, 
rising the rank Colonel, and obtaining the C.M.G. 
—Companion St. Michael and St. George. was 
Fellow the American College Surgecns, and 
Senior Member the Canadian Medical Association. 

began horse and buggy doctor, and later 
acquired what believed have been the first auto- 
mobile Victoria. used this for particular occasions, 
first, sticking his horse and buggy for calls 
difficult places. 

was link between the medical men the early 
days, Helmcken, Davies, Jones, McKechnie 
and Herman Robertson, and the more specialized men 
today, who lead the profession. did good job 
everything touched. took keen interest 
his city and its people, and did his full duty them 
all. leaves fragrant memory. J.H.MacD. 
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BOOK REVIEWS 


TUMORS CHILDHOOD. Clinical Treatise. 
Dargeon, Attending Pediatrician and Chief, Pediatric 
Service, Memorial Hospital for Cancer and Allied Dis- 
eases, New York. 476 pp. Illust. Paul Hoeber, Inc., 
New York, 1960. $20.00. 


Dr. Dargeon has drawn his wide experience 
pediatrician dealing with tumours childhood 
present the viewpoint the pediatrician the care 
children who are suffering from neoplastic disease. 
Since the approach mainly medical, the pathological 
and surgical aspects are dealt with rather superficially. 
the first section this book general view the 
problem presented. The first chapter devoted 
the more basic aspects, including etiology, genesis and 
incidence. The remaining two chapters this section 
consist more general discussion diagnosis, clini- 
cal course, prognosis and management. Included the 
latter introduction some aspects radio- 
therapy and chemotherapy, help understanding 
the indications for and the hazards treatment. 

small section devoted the psychological aspects 
points the severe emotional strains which may 
engendered the parents these children, well 
the child himself. this field that the prac- 
titioner pediatrician needs great depth under- 
standing. 

The second section devoted specific tumours. 
Discussion some length reserved for the more 
common problems, and again the stress clinical. The 
details microscopic appearance and surgical ap- 
proach are for the most part omitted, although more 
details the role radiotherapy and chemotherapy 
are provided. Therapy primarily based Dr. 
Dargeon’s own experience Memorial Hospital for 
Cancer and Allied Diseases, demonstrated the 
frequent mention “Coley’s toxin”, which not 
widely used outside that centre. The symptomatology 
and signs the illnesses are briefly presented but are 
accompanied profuse illustrations. 

This textbook intended for and will primarily 
interest the general practioner pediatrician who 
will need help answering the problems which may 
arise when his own patient suffering from tumour, 
and whose prime role will adjuvant that the 
surgeon, and/or the radiotherapist who will under- 
taking the primary attack the disease. un- 
fortunate that more detail the medical care the 
terminal patient not provided, connection 
with this problem that the practitioner will meet the 
greatest demands. 


RADIOACTIVE WASTES. Their Treatment and Disposal. 
Limited, London, 1960. 55s. 


Most books concerned with radioactivity begin read- 
ably page one. page three the going becomes 
difficult, and the end the first chapter the ordin- 
ary reader gives despair. This book different. 
well written throughout, with minimum jar- 
gon, and contains glossary giving simplé explana- 
tions technical terms. 

the first half the book, the fundamentals 
radioactivity and nuclear physics, the nature and 
sources radiation hazards and the principles used 


measurement radioactivity are clearly explained. 
When mathematics cannot avoided, the steps in- 
volved the derivation equations are set 
detail. 


People professionally engaged disposal radio- 
active wastes may think that they are familiar with 
much this material but they will profit from the 
refresher course provides. The authors should, how- 
ever, write complete textbook along these lines. Many 
recruits the nuclear energy field learn this sort 
thing “on the job”, for lack suitable textbook. 


Waste disposal methods are adequately described, 
with suggestions for future developments. Except for 
Mr. Burns, the authors deal mainly with British waste 
disposal systems, and American work receives less 
attention. Mr. Eden’s chapter biological concentra- 
tion might give hasty reader the impression that 
decontamination sewage treatment more effective 
than really is. However, explains the mysteries 
ordinary sewage treatment and emphasizes the ca- 
pacity living material for concentrating radionuc- 


lides. 


Much nonsense has been written about dispersion 
gases from stacks, partly because ignorance and 
partly because meteorology lends itself mathemati- 
cal obscurantism. Mr. Megaw’s chapter clears many 
misconceptions. Perhaps his greatest service ex- 
plaining Sutton’s equations and showing how these 
can used intelligently. brief conclusion 


out the difficulty getting reasonable samples, 


subject seldom mentioned writers nuclear 
meteorology. 

This book well made, but expensive, and 
regrettable that does not have better index. 


CHEMICAL OSTEOSYNTHESIS ORTHOPEDIC 
SURGERY. Michael Mandarino. Edited Newton 
Kugelmass. pp. Charles Thomas, Springfield, 
The Ryerson Press, Toronto, 1960. $5.00. 


The use plastic materials provide internal fixation 
for fractures has recently provided good deal 
interest. The author this small volume enjoys the 
distinction being one the American pioneers 
the field. The introductory chapter devoted the 
history and chemistry the urethane polymers 
(ostamer) that have proved most useful. The 
balance the book contains chapters 
action ostamer, surgical indications and techniques, 
and finally review the clinical cases. 

This book brief and easily read, and will certainly 
value anyone interested using this tech- 
nique for the first time. Unfortunately, the text gives 
hint the violence the controversy which 
raging over the merits this method. While 
true that the plastic provides immediate firm fixation 
any fracture, evidence accumulating that suggests 
the plastic material cannot penetrated callus 
and that secondary fractures occur later date. 
One regretfully concludes that there has not yet been 
enough clinical experience with this material warrant 
the publication textbook this time. 
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Dawkins and Rees. 128 pp. Illust. Edward 
(Publishers) Ltd., London, England; The Mac- 


Company Canada Limited, Toronto, 1959. 


livre est moderne dans conception. 
encore peu répandu actuelle: physiopatho- 
logie, dire groupement des notions normales 
leurs interrelations. 

pathologie ont surtout été dirigés vers description 
macro microscopique des lésions causées par les 
maladies, restant donc sur plan morphologique. 
nos jours, semble bien que les progrés venir seront 
principalement aux investigations biochimiques 
physiopathologiques. 

Enfin, cest que réside grande originalité 
volume, les auteurs abordent les problémes 
pathologiques sous des perturbations mé- 
tabolisme cellulaire; pathologie est 
considérée comme sommation résultante des 
actions des facteurs nuisibles divers sur fonction- 
nement cellulaire. 

Les deux premiers chapitres traitent métabolisme 
cellulaire des méthodes employées pour son étude: 
extraits cellules, séparation leurs éléments 
organitiques. Les agents toxiques sont ensuite étudiés, 
point vue expérimental (p. ex. tétrachlorure 
carbone), puis point vue clinique (poisons 
endo exogénes, toxines bactériennes). chapitre 
est consacré aux facteurs vitaminiques. Viennent enfin 
des considérations intéressantes sur les enzymes, les 
cellulaire processus tumoral. Une 
graphie index terminent livre. 

conclusion, ouvrage bien fait, bien édité qui 
sera plus grande utilité aux étudiants, pour les 
aider relier leurs connaissances morphologiques aux 
processus biochimiques pathologiques. 


THE GODS LOVE: The Creative Process Early 
Religion. Clifton Longworth, 273 pp. Illust. Associated 
Booksellers, Westport, Connecticut, 1960. $6.50. 


this interesting book the announced aim the 
author show that “Nature Worship has per- 
meated all the pagan religious systems both the 
past and the present.” new book needed 
prove that. Actually, this book concentrates only 
part, albeit very large part, religious practice. 
The miracle creation has puzzled and humbled man 
from the earliest times. His own creative powers have 
shared the awe with which regarded living things 
around him. therefore not surprising that the 
organs human creation and reproduction should have 
become symbols used religious ceremonies. 
The sexual organs grew signify the mysteries love, 
power and human destiny, whether earth-bound 
immortal. 

his extensive travels, the author Gods 
Love” has found his own surprise (and undoubtedly 
that the reader) that wooden and stone carvings 
human genitalia are found abundance 
English churches well Babylonjan ruins. Some 
appear merely dirty jokes presented sculptural 
form; others are incidental the portrayal the nude 
human figure; while still others are clearly symbolic 


the divine mystery Creation generally, and human 
creative power particular. 

Perhaps mainly because its subject material, this 
makes interesting reading. The style rambling and 
discursive. Flights along tangential paths are frequent. 
spite his frequent pleas that the reader 
“scientific and objective”, the author betrays his own 
value judgments frequent use adjectives such 
“loathsome, disgusting, and obscene”. Directly and 
indirectly attacks the beliefs and practices the 
Roman Catholic church, and his comments about 
modern non-Christian religions are couched slightly 
contemptuous tone. 

Although most readers will annoyed this in- 
trusion the author’s personal convictions, there re- 
mains wealth interest and information gained 
from even casual perusal. interest reflect 
that this decade probably the first several hundred 


years when the publication book such this would 
have been permitted. 


NEUROCHEMISTRY EPILEPSY. Seizure Mechanisms 
and their Management. Donald Tower, 335 pp. 
Charles Thomas, The Ryerson Press, 
Toronto, 1960. $16.00 

the understanding mechanisms responsible for 

seizure processes. These mechanisms reside neuro- 
chemical level. The historical background the prob- 


lem reviewed and outline cerebral 


and amino acid metabolism given. This followed 
presentation the connections between metabolic 
and chemical events the neuron and the functional 
What known about their possible relationship 
seizures reviewed. 

Anticonvulsants and possible mode action 
are particularly well described. full bibliography 
follows each chapter. 

For subject complicated this, the author has 
managed present the material clear and lucid 
style. The book brings the reader date 
problem that old time. highly recom- 
mended for anyone working the field epilepsy, 
his work the research field with patients. 


ST. PETER’S HOSPITAL FOR STONE, 1860-1960. 
stone Ltd., Edinburgh and London; The Macmillan 
Company Canada Limited, Toronto, 1960. $3.60. 


This small volume outlines the history St. Peter’s 
Hospital for Stone, published the direction 
the Board Governors St. and its allied 
hospitals, mark the centennial the founding St. 
Peter’s. 

The history portion, written Cuthbert Dukes, 
tells the founding St. Peter’s and its later ex- 
pansion include, finally, the Institute Urology, 
which its research centre. 

Approximately half book devoted bio- 
graphies the deceased members the surgical 
consultant staff. These accounts for the most part are 
brief but very interesting, and with some amusing 
sidelights both regards the men and their work. 

There are number pictures 
which add greatly the appreciation this particu- 
lar work. For the library the urologist and the medi- 


cal historian, this worth-while and interesting ad- 
dition. 
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SEX MANUAL 


FOR THOSE MARRIED ABOUT 


Eighth Edition. Revised. medical best seller. Twenty printings, 

825,000 copies. 

Lombard Kelly, B.A., B.S. Med., M.D. 

Ethically distributed. Sold only physicians, medical students, 
nurses, pharmacies, medical bookstores prescription. 
This policy strictly adhered to. 

Some the chapters cover sexual lubricants, use condom, 
first intercourse, frequency, positions, clitoris contact, orgasm delay 
local anesthesia, impotence, climacteric, birth control, etc. 

Abridged Edition, omitting birth control information, same price 
scale. Mixed orders, same price scale. 

Paper cover, pp. (35,000 words), cuts. Single copies, $1.00; 
copies, 75c ea.; copies, 70c ea.; copies, 60c ea.; 
copies, 50c ea.; 100 more, ea. Postage free book 
rate parcel post. Optional: for first class add 20c per copy; for air 
mail 35c per 
Terms: REMITTANCE WITH ORDER; Descriptive 
folder request. 


SOUTHERN MEDICAL SUPPLY CO. 
P.O. Box 1168-C Augusta, Ga. 


ST. THOMAS-ELGIN GENERAL HOSPITAL 


Resident Junior Rotating Interns. Salary 
$250.00 per month less $75.00 per month 
for full maintenance. Foreign applicants must 
possess the Permanent Educational Council 


for Foreign Medical School. Hospital opened 
1954 fully accredited 365-bed general 
hospital and approved the Canadian 
Medical Association for intern training. 


Apply: Superintendent, St. Thomas-Elgin 
General Hospital, St. Thomas, Ontario. 


for therapy 
overweight patients 


d-amphetamine 
depresses appetite and elevates mood 


meprobamate 


eases tensions dieting 
(yet without overstimulation, insomnia 
barbiturate hangover 


MEPROBAMATE WITH D-AMPHETAMINE SULFATE LEDERLE 


logical combination appetite control 


Each coated tablet (pink) contains: meprobomote, 400 mg.; d-omphetamine-sulfate, 5 mg. 
Dosage: One tablet one-half to one hour before each meol. 


CYANAMID CANADA LIMITED 
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Books Received 


Books are acknowledged received, but some 
cases reviews will also made later issues. 


American Pharmacy. Textbook Pharmaceutical Priniciples, 
Processes and Preparations. Edited Joseph Sprowls. 472 
pp. Illust. 5th ed. Lippincott Company, Philadelphia and 
Montreal, 1960. $10.75. 


Essentials Pharmacology. Frank Oldham, Kelsey 
and Geiling. 396 pp. Illust. 4th ed. Lippincott 
Company, Philadelphia and Montreal, 1960. $7.75. 


Carcinoma Situ the Uterine Cervix. Study 235 
Cases from the Free Hospital for Women. Gilbert Friedell, 
Arthur Hertig and Paul Younge. 150 pp. Illust. Charles 
Springfield, The Ryerson Press, Toronto, 1960. 


The Case Reports and Autopsy Records Ambroise Paré. 
Edited Wallace Hamby. pp. Charles Thomas, 
Springfield, Ill.; Ryerson Press, Toronto, 1960. $7.25. 


Handcrafts for the Homebound Handicapped. Mildred Kroll 
Rich. 102 pp. Illust. Charles Thomas, Springfield, Ill.; The 
Ryerson Press, Toronto, 1960. $6.00. 


Early Identification Emotionally Handicapped Children 
School. Eli Bower. Edited Molly Harrower. 115 pp. Illust. 
Springfield, The Ryerson Press, Toronto, 

$6.00. 


Embolic Dispersoids Health and Disease. Gus Schreiber. 
Edited Newton Kugelmass. pp. Illust. Charles 
Springfield, The Ryerson Press, Toronto, 


The Murderous Trail Charles Starkweather. James Melvin 
Reinhardt. Edited Leonard. 147 pp. Charles 
Springfield, Ill.; The Ryerson Press, Toronto, 1960. 

oo. 


The Basic Physics Radiation Therapy. New Book Pre- 
senting the Basic Physics. Joseph Selman. 646 pp. Illust. Charles 
Springfield, The Ryerson Press, Toronto, 1960. 


Problems Photosynthesis. Bladergroen. 190 pp. Illust. 
Springfield, The Ryerson Press, Toronto, 


Thomas, Springfield, Ill.; The Ryerson Press, Toronto, 
$5.00. 


Speech Science. Acoustics Speech. Richard Hoops. 
pp. Illust. Charles Thomas, Springfield, The Ryerson 
Press, Toronto, 1960. $5.25. 


Psychoanalytic Concepts Depression. Myer Mendelson. 
pp. Charles Thomas, Springfield, The Ryerson Press, 
Toronto, 1960. $7.25. 


Pediatrics 1960-61. Edited Robert Lyon. Davis Mono- 
graph Series. pp. Illust. Davis Company, Philadelphia; 
The Ryerson Press, Toronto, 1960. $3.75. 


Internationales Biguanid-Symposium. und Mai 
Aachen. Prof. Bertram. 164 pp. Illust. Georg Thieme 
Verlag, Stuttgart, Germany; Intercontinental Medical Book 
Corporation, New York, 1960. $4.00. 


Sea Within. The Story our Body Fluid. William 
Snively. 143 pp. Illust. Lippincott Company, Montreal, 
1960. $3.95. 


Pages the History Chest Rudolf Nissen 
Roger Wilson. 151 pp. Illust. Charles Thomas, Spring- 
field, The Ryerson Press, Toronto, 1960. $8.25. 


Diabetes Mellitus. Clinical and Pathological Study 
Cases. Bell. pp. Illust. Charles Thomas, Springfield, 
The Ryerson Press, Toronto, 1960. $4.00. 


Mental Retardation Infants and Children. Abraham Levin- 
son and John Bigler. 297 pp. Illust. Year Book 
Chicago, 1960. $8.00. 


Surgical Treatment Unequal Extremities. Charles Weer 
Goff. 152 pp. Illust. Charles Thomas, Springfield, The 
Ryerson Press, Toronto, 1960. $12.00. 


Anatomy and Histology the Eye and Orbit 
Animals. Jack Prince, Charles Diesem, Irma Eglitis 
Gordon Ruskell. 297 pp. Illust. Charles Thomas, 
field, Ill.; The Ryerson Press, Toronto, 1960. $17.25. 


Medical and Dental Aspects Fluoridation. 
125 pp. Lewis Co. Ltd., London, 1960. 15s. net. 


The Disease Concept Alcoholism. Jellinek. 246 
Hillhouse Press, New Haven, Conn., 1960. $6.00. 


Fundamentals and Possibilities Anti- Tuberculosis 

tion. Richard Prigge and Giinther Heymann. Translated 
the German by_H. Chandler Elliott. pp. The University 
Toronto Press, Toronto, 1960. $5.00. 


Les entretiens Bichat Edited 
fesseurs Guy and Justin-Besancon. 


Expansion Scientifique Paris. 
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MEDICAL NEWS Brief 


(Continued from page 1330) 


PRINCIPLE CELL’S 
SELF-ORGANIZATION 
ENFORCED STUDY 
CHICK EMBRYOS 


Groups cells isolated from 
complex organs, shuffled ran- 
dom, and placed indifferent 
environment can still proceed 
reconstitute exactly the same type 
organ from which they came, 
according two Rockefeller In- 
stitute investigators. Paul Weiss, 
Ph.D., and Cecil Taylor, Ph.D., 
reported new evidence emphasiz- 
ing the principle the self-organi- 
zation cell communities and 
stated that their research “un- 
expectedly demonstrative prov- 
ing the scope and power the 


principle self-organization with- 
out outside intervention”. 


They were able demonstrate 
the principle growing kidneys, 
livers, and skin tissues under these 
conditions, The technique consisted 
first removing the organs from 
chick embryos between eight and 
days old. The cells each organ 
were incubated for brief period 
pancreatin. Individual cells were 
then removed from the organ and 
stripped the material that holds 
them together tissue. The cells 
from the removed organs were 
scrambled into random mass, and 
the mass was then placed the 
enveloping membrane eight-day- 
old chick embryos left develop 
their shells. These embryos pro- 
vided the graft with blood supply 
and adequate nutrition. 


After the transplanted mass had 
been allowed develop for 
additional nine days, 
moved, sectioned, studied 
The grafts showed 
the typical architectural arrange- 
ment, distribution, and texture 
the components normally belong- 
ing the parent organ. There was 
evidence cell disintegration 
within blocks healthy tissue. The 
kidney graft showed typical 
symmetrically shaped organ with 
the characteristic 
meruli and secretory and collecting 
tubules with the correct orientation 
and connections. The mass liver 
cells became liver, with normal 
internal structure producing func- 
tional bile discharged through 
network canals also produced 
from within the graft. Typical 


Ontario Mental 
Health Service 


training program leading eligibility for 
certification examination the specialty 
psychiatry the Royal College Physicians 
and Surgeons (Canada) offered while serving 
the Ontario Mental Health Service. 


Applicants are required possession 
licence practise medicine the Province 
Ontario. The starting salary $4,800 per 
annum with annual increments for satisfactory 
service. 


Physicians are classed 
Psychiatry. The training program leading 
eligibility sit the Certification Examination 
Psychiatry the Royal College Physicians 
and Surgeons (Canada) four years duration. 
The usual plan place physicians during the 
first year Ontario Hospital approved 
the Royal College Physicians and Surgeons 
for training specialists psychiatry. The second 
and third year spent secondment the 
university the applicant's choice Ontario 
offering training psychiatry, subject, 
course, acceptance the university. The, 
universities Ontario offering such training under 
this plan are University, University 
Ottawa, University Toronto and University 
Western Ontario. 


Physicians successful completion the 
University course and transfer Ontario 
Hospital are reclassified and, recommendation, 
increased minimum $7,800 per annum 
with annual increments $400 per annum for 
satisfactory service. Successful completion the 
Certification Examination Psychiatry the 
Royal College Physicians and Surgeons 
Medical Specialist with salary increase 
$10,000 per annum, with annual increments 
the rate $500. 


Superannuation benefits. Annual vacation. 
Sick leave gratuity. Living accommodation avail- 
able some hospitals nominal rental. 


Following certification specialist, wide 
variety positions are available senior staff 
psychiatrists hospital duty, charge mental 
health clinics, charge community 
psychiatric clinic public general hospitals, 
out-patient departments, etc. 


Apply to: 


Mental Health Branch, 
Ontario Department Health, 
Parliament Buildings, Toronto 


ONTARIO 
DEPARTMENT 

HEALTH 


Hon. Matthew Dymond, M.D. C.M. 
Minister 


feathers had grown from the skin 
cells, 

The investigators, reporting 
the Proceedings the National 
Academy Sciences, said that 
their findings constituted “incontro- 
vertible proof that, given the 
proper conditions, cells that had 
already been parts functional 
organ can, after dispersion and 
random recombination, re-engage 
collective reconstitution that 
particular organ without outside 
instructions specific ‘inductive’ 
stressed that “what- 
ever the blood supply and chorio- 
allantoic environment may have 
contributed” the process, they 
could have “added nothing make 
the liver cells reconstitute typical 
liver; the kidney cells, 
kidney, and the skin cells, feathers; 
for blood supply and site were 
identically the same for all 
Tribune, October 
31, 1960. 


ANTIBIOTICS FOR PLANT 
DISEASES 


Promising results combating 
plant diseases with antibiotics were 
reported November Phyto- 
pathology, official journal the 
American Phytopathological Soci- 
ety. Although penicillin, streptomy- 
cin and similar compounds are ef- 
fective against many disease organ- 
isms, few these familiar antibi- 
otics can used against plant dis- 
Heretofore, any compound 
effective against the viruses and 
fungi that cause principal plant 
diseases also has killed harmed 
the plants. Reduced yield loss 
entire crops may follow infestation 
plant disease, resulting eco- 
nomic losses farmers this 
continent starvation some 
fungal agent, and new antibiotic, 
both synthesized the mould 
Streptomyces, now offer new op- 
portunity for plant therapy. 


Tetrin, the new antifungal agent, 
was described Drs. David Gott- 
and Hugh Pote the 
University Illinois broad- 
spectrum antifungal agent which 
prevents growth many fungi 
tested but inactive against bac- 
teria. The fungi tested included 
animal well plant pathogens. 

The new antibiotic, also derived 
highly potent, persistent, fast-act- 


(Continued page 27) 
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The Canadian Medical 
Protective Association 


PRESIDENT ARMSTRONG, M.D. 


mutual medical defence union founded 1901, Incorpo- 
rated act Dominion Parliament, February, 1913, 
and affiliated with the Canadian Medical Association, 1924. 


Assistance offered the Association may 
include: 


(1) Advice about the best way avoid suit 
when threats have been made. 


(2) The actual defence the suit and the 
payment costs thereof. 


(3) The payment damages should they 
assessed. 


Address All Correspondence the Secretary-Treasurer, 


Nepean St., Suite 115, Ottawa Canada 


APPLICATION FOR MEMBERSHIP 


Please print name full 


date Qualified medical prac- 
titioner, hereby apply enrolled member the 
Canadian Medical Protective Association. 


duly licensed practitioner the Province 


Canadian 


Type practice: ‘General Specialist 


Have you had threats legal action against you? 
Yes 


accepted agree abide the rules and regula- 
tions the Association. 


Office 
Street name and name building 


Provincial Division thereof further recommendation 
required. not, recommendation two members the 
Canadian Medical Protective Association necessary. 


© 


Please print name beside signature 


Fee twenty dollars, half rates from July. 
cheques used for remittance, have marked payable par, 
Ottawa, add fifteen cents cover cost collection. 
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THE CANADIAN MEDICAL ASSOCIATION 


invites applications for the post 


ASSOCIATE EDITOR 


CANADIAN MEDICAL ASSOCIATION 
PUBLICATIONS 


(including the Canadian Medical Association Journal 
and the Canadian Journal Surgery) 


Candidates should have the following quali- 


Graduation from medical school. 


Some experience the practice 
medicine. 


Complete fluency both English and 
French, and the ability write quickly 
and well both languages. 


Experience medical writing and editorial 
work desirable. 


The Associate Editor’s duties will include 
the sub-editing English and French manu- 
scripts, the preparation French résumés 
English articles, proof-reading, and the prep- 
aration abstracts and news notes from 
other sources the literature. 


The appointment full-time one which 
will require residence the Toronto area. The 
salary will accordance with the candi- 
date’s qualifications and experience. There 
contributory pension plan, and group hospital 
and health insurance available. 


Candidates are asked apply writing, 
giving full particulars and enclosing recent 
photograph, to: The Editor, Canadian Medi- 
cal Association Journal, 150 St. George 
Street, Toronto Ontario. 
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ing and translocatable. This drug, 
known P-9, should effective 
controlling cereal rusts which 
affect wheat, oats and Since 
P-9 did not inhibit fungus spore 
germination, was non-toxic some 
fungi, and inhibitory only cases 
obligate parasitism (where the 
parasite fungus must get its nutri- 
tion from living organism), the 
researchers concluded that subtle 
changes host metabolism induced 
P-9 may for its 
disease-retarding activity. 

third report, three U.S, De- 
partment Agriculture scientists 
described inhibitor 
isolated from rice which also seems 
act the plant-host rather than 
the disease organism itself. The 
inhibitor was tested against 
plants. Only three were unaffected. 
The effectiveness varied from plant 
species plant species and among 
different types the same species. 


ACCIDENT DEATH RATE 
AMONG ELDERLY PEOPLE 


Statisticians the Metropolitan 
Life Insurance Company report 
that life becoming safer for 
older people the United States. 
The accident death rate ages 
and over has decreased from 224 
per 100,000 1949 164 1958, 
more than 25% less than 


The lowered accident death toll 
among elderly people reflects prin- 
cipally the reduction mortality 
from falls. The death rate from 
this cause among white men aged 
and over averaged 87.1 per 
100,000 1957-58; 1949 was 
113.6. Among white women, the 
rates for the two periods were 
112.2 and 171.7 per 100,000, re- 
spectively. 

Despite these reductions, falls are 
still the leading cause accidental 
deaths ages and over. Among 
white males, falls account for 
nearly one-third all fatal injuries 
ages 74, for half the total 
ages 84, and for three- 
fourths ages and over. The 
proportions are even higher for 
females. 

Motor vehicle accidents rank 
second cause death this 
age group. 1957-58, these acci- 
dents accounted for 30% the 


total accident mortality among 
white men ages and over, and 
for 15% the total among women. 
considerable proportion the 
older people killed motor vehicle 
accidents are pedestrians, the pro- 
portions being 
among men and about one-third 
among women. 

Fires and burns rank third 
cause death, while accidental 
drowning, injury machinery, 
railway mishaps, firearms, and 
poisonings various kinds also 


Metropolitan Information Service, 
New York. 


POLIOMYELITIS 
INCIDENCE THE 
U.S.A.—1960 


The incidence poliomyelitis 
the United States for the full year 
1960 will well below that for 
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calms anxiety 


Smooth, balanced action lifts 


depression calms anxiety... 


rapidly and safely 


Balances the mood—no “seesaw” 
effect amphetamine-barbiturates 


Acts swiftly the patient often feels 
better, sleeps better, within few 


and energizers. While amphetamines days. Unlike the delayed action most 
and energizers may stimulate the patient other antidepressant drugs, which may 
—they often aggravate anxiety and take two six weeks bring results, 

tension. 


Deprol relieves the patient quickly often 


within few days. Thus, the expense 
the patient long-term drug therapy can 
avoided. 


although amphetamine-barbiturate 
combinations may counteract excessive 
stimulation—they often deepen depression. 
Acts safely danger liver 
damage. Deprol does not produce liver 
damage, hypotension, psychotic reactions 
changes sexual function—frequently 
reported with other antidepressant drugs. 


contrast such “seesaw” effects, 
Deprol’s smooth, balanced action lifts 
depression calms anxiety—both the 
same time. 
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any year since the introduction 
the Salk vaccine 1955, ac- 
cording Metropolitan Life In- 
surance Company 

the basis the 2127 cases 
reported the first weeks the 
year, statisticians estimate that there 
will approximately 3000 cases 
the year’s end. This compares 
with 8425 cases 1959, and with 
5485 for 1957, the smallest number 
for any year since 1942. About 


29,000 cases were reported 1955, 
and the immediate “pre-Salk” 
era, 1950-54, the annual number 
averaged close 39,000. 

ported far this year, 67% were 
specified paralytic, compared 
with 62% year ago. 

The downward trend the inci- 
dence poliomyelitis since 1955 
was general all areas the 
nation. the Middle Atlantic 
states, for example, the case rate 
per 100,000 population decreased 


When diet for patient with acne indicates 
coffee 
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non-stimulating, 
satisfying alternate 


0713 


When indicated that tea, coffee 
and carbonated beverages elim- 
inated from the diet help relieve 
certain skin conditions, Postum 
often provides satisfying alter- 
native. Postum non-stimulating, 
thus eliminating one the factors 
that contributes skin lesions. 


Instant Postum contains caffein, 
theobromine, theophylline tan- 
nin—the purines which make many 
beverages undesirable the patient 
with skin lesions and rashes. The 
ingredients Postum are wheat, 
bran and molasses and the beverage 
cup contains mg. sodium and 


calories. 


Postum available your patients 


food stores across Canada. 
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without obligation, write Instant 
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from 15.8 1950-54 12.6 
1955, and then fell sharply 1.0 
1957 and 2.4 1959. New 
England, the rate 1955 was 57.7 
per 100,000, nearly four times 
that 1950-54; fell 2.6 
1956, and further less than 
per 100,000 1957 and 1958. Al- 
though the case rate rose 4.1 
per 100,000 1959, this was still 
only about one-fourth that the 
pre-Salk period. 

According Metropolitan Life 
Insurance Company statisticians, 
now appears that poliomyelitis can 
United States. The Salk vaccine 
has proved potent weapon 
against this disease, but unfortu- 
nately large sections the popu- 
lation have failed avail them- 
selves its benefits. the middle 
next year expected that 
oral vaccine will available 
large quantities. the meantime, 
the Public Health Service urges 
that the widest use made 
the Salk vaccine.—Metropolitan In- 
formation Services, New York. 


AUTOMATION MEDICAL 
SCHOOL TEACHING 


this automated age teaching 
machines hold great promise for 
speeding the learning process, Can 
they effective the increasingly 
complex world the graduate 
school and what techniques can 
developed make maximum use 
them? Two Dartmouth Medical 
$50,000 grant from the Carnegie 
Foundation, are launching three- 
year research project pursuit 
the answers these problems. Pro- 
fessor Robert Weiss, chairman 
the Psychiatry Department, and 
Edward Green, Associate Pro- 
fessor Psychology, will try 
determine: (1) How valid and re- 
liable the machines are graduate 
education? (2) What the best 
rate increasing the difficulty 
teaching program? (3) What tech- 
niques may developed ensure 
that knowledge, once acquired, 
not forgotten? (4) What are the 
best ways reduce the anxieties 
produced such stresses ex- 
aminations, intensified instruction, 
etc., that interfere with the learning 
process? 

hoped that this project may 
shed additional light the broad 
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educational questions involved and 
contribute the refinement the 
teaching-machine technique. 
felt that the studies graduate- 
school learning are especially im- 
portant because here modern edu- 
cation faces dilemma, almost 
every graduate-level field know- 
ledge expanding rapidly and 
growing more complex. But just 
first-grader must learn his ABC 
before learning spell, the gradu- 
ate student often must first have 
mastered body factual know- 
ledge his field. The intensity 
and tempo learning strains the 
capacities both students and 
curricula, yet the student be- 
ing challenged more and more 
from this factual knowledge. Since 
the time allotted most fields 
unchanged, new techniques are 
needed that will increase the ef- 
ficiency the learning process, 
allow each student proceed 
his own pace and make more time 
available for individual research 
and reading current literature. 
The teaching machines, de- 
veloped Prof. Frederick Skinner 
Harvard University, are simple 
devices. Essentially they are boxes 
with three slots top. The student 
cranks roll paper inside the 
box and the first question appears 
answer the paper that appears 
second open slot. then turns 
crank and third slot showing 
the correct answer uncovered and 
the slot which has written his 
answer covered. Experiments 
have shown that this method ap- 
pears reduce half the time 
spent acquiring given body 
factual knowledge. Other advan- 
tages include the following fea- 
tures: Each student can proceed 
his own pace whereas classroom 
lectures must geared 
median. This often too slow for 
the fast student and too fast for 
the slow student, makes 
examinations and testing reward- 
ing and learning experience, rather 
than punishment, his answer 
correct, the student rewarded im- 
mediately and this reinforces his 
memory the correct answer. 
incorrect, the correct 
provided immediately. smooths 
the ups and downs the learning 
process removing some external 
sources anxieties, such the 


fear falling behind. 


Professors Weiss and Green pro- 
pose work out programs that will 
cover the factual material 
Medical School courses anatomy, 
biochemistry, physiology, 
macology, pathology and micro- 
biology. All require the absorption 
considerable factual material. 
Their three-stage program includes 
the development course material 
the paper tapes after consulting 
recognized authorities the vari- 
ous fields, evaluation the tapes’ 
efficiency, and conducting experi- 


mental studies these techniques, 
using the entire first- and second- 
year classes the Medical School. 


INSTITUTE 
OPHTHALMOLOGY 
THE AMERICAS 


The Institute Ophthalmology 
the Americas the New York 
Eye and Ear Infirmary announces 
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that the following 
courses will given the spring 
1961: 

Ocular Surgery, including Lac- 
rimal Sac Surgery, Glaucoma, 
Retinal Detachment, Cataracts, 
Enucleation 
Keratectomies and Keratoplasties, 
Anomalies Extraocular Muscles, 
including Ptosis, and Orbitotomy: 
April 24-29, 1961. Limited 20. 
Fee, $225. Individual parts the 


course may taken prorated 
fee. 


Histopathology the Eye, given 
under the direction Drs. Bernard 
Roberts and Lawrence Samuels: 
1-6, 1961. Limited Fee 

100. 


Practical Aspects Perimetry, 
given under the direction Dr. 
Mortimer Cholst: May 3-5, 1961. 
Limited 15, Fee $40. 

For registration, please apply 
Mrs. Tamar Weber, Registrar, In- 
stitute Ophthalmology the 


Day” 


for the neuritis patient 
can tomorrow 


pain relieved—can come early for patients 
with inflammatory (non-traumatic) neuritis treatment 
with Protamide started promptly after onset. 


Protamide the therapy choice for either early delayed 
treatment, but early use assures greatest efficacy. 


For example, 4-year and 26-month 
combined total 374 neuritis patients treated with Protamide 
during the symptoms responded follows: 


60% required only daily injections for 


complete relief 


96% experienced excellent good results with 


less injections 


Thus, the neuritis first early one— 


affords the opportunity speed his personal Day.” 


Protamide available pharmacies and supply 
houses boxes ten 1.3 cc. ampuls. 
only, one ampul daily. 


Sherman Laboratories, Lid 
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Lehrer, W., al.: Northwest Med. 75:1249, 1955. 
Smith, Richard T.: New York Med. 8:16, 1952 
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Americas, New York Eye and Ear 
Infirmary, 218 Second Avenue, 
New York 


1960 AWARDS THE 
AMERICAN MEDICAL 
WRITERS’ ASSOCIATION 


The American Medical Writers’ 
Association has announced the re- 
cipients the 1960 Honor Awards 
tor Distinguished Service Medi- 
cal Journalism. These awards 
the following United States 
medical periodicals: 

THE NEW PHYSICIAN, estab- 
lished 1952, published monthly 
the Student American Medical 
Association, with the editorial office 
Chicago. Each issue contains 
about 100 pages. Howard Pinckney, 
M.D., Beverly Hills, Cal., the 
editor. The award for general 
medical periodicals more than 
3000 copies per issue. 

The QUARTERLY BULLETIN 
NORTHWESTERN UNIVER- 
SITY MEDICAL SCHOOL, estab- 
lished 1889, published 
Chicago. There are nearly 100 
pages each bulletin. Barry 
Anson, Ph.D., Chicago the 
editor. The award for general 
medical periodicals whose average 
circulation less than 3000 copies 
per issue. 

CANCER RESEARCH, estab- 
lished 1941, published monthly 
(except March) Chicago. Dr. 
Harold Rusch Editor-in-Chief. 
Each issue has nearly 250 pages. 
The award for 
odicals which are devoted some 
specialty medicine medical 
science. 

MEDICAL NEWSMAGA- 
ZINE, established 1957, 
published monthly Publica- 
tions Inc., New York. averages 
about 200 pages per volume. 
Marti-Ibanez, M.D., New York, 
the editor. The award for 
medical periodicals pharma- 
ceutical, publishing related com- 
panies, designed for free national 
interstate distribution, which 
feature chiefly news recent medi- 
cal events and 
personal interviews. 

The awards each consisting 
plaque, were presented Dr. 
Austin Smith, President, the 
banquet the 17th Annual Meet- 
ing the American Medical 
Writers’ Association, held the 
Hotel Morrison, Chicago, Novem- 
ber 18. 
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PROVINCIAL NEWS 


ALBERTA 


Dr. McGugan, Superintendent the Uni- 
versity Alberta Hospital for the past years, re- 
tired this fall. The occasion was marked staff 
reception and later testimonial dinner tendered 
the medical profession. Dr. McGugan will continue 
work Edmonton private hospital consultant. 
has had wide experience with work the hospital 
field, and 1953 was President the Canadian Hos- 
pital Association. Last year became the first Albertan 
receive the George Findlay Stephen Memorial for 
outstanding medical service. 


New officers replacing Dr. McGugan are Dr. Bernard 
Snell Medical Superintendent, and Reginald Ads- 
head Chief Administrative Officer. Dr. Snell had 
previously been Assistant Medical Superintendent, and 
Mr. Adshead had served Business Administrator 
since 1952. Parsons 


SASKATCHEWAN 


The 53rd Annual Meeting the College Phy- 
sicians and Surgeons Saskatchewan and the Cana- 
dian Medical Association Saskatchewan Division was 
held the Hotel Saskatchewan Regina during 
October. 


addition the local speakers, the special 
speakers were Dr. Joseph Dvorkin, Assistant Clinical 
Professor Medicine the University Alberta; 
Dr. Kelly the Canadian Medical Association; 
Dr. Macbeth, Professor Surgery, University 
Alberta; Dr. Ian Macdonald, Clinical Professor 
Surgery, University Southern California; Dr. 
Parsons, President the Canadian Medical Associa- 
tion; Dr. Thomson, Assistant Professor Medi- 
cine, University Manitoba; and Dr. Varco, 
Professor Surgery, University Minnesota. 


This year’s Monroe Lecture was presented Dr. 
Macdonald, who spoke “The Influence Bio- 
logical Predeterminism the Therapy 
The Monroe Scroll was presented him Dr. 
Campbell Saskatoon. 


Senior Life Membership Certificates were presented 
the Annual Dinner the College Dr. 
Campbell Neudorf, Dr. Gareau Regina, 
Prince Albert, Dr. Kraminsky Regina, Dr. 
Nunn Battleford, Dr. Ritchie Regina, Dr. 
Tucker Leask, and Dr. Wright Regina. 


Speaking the Annual Meeting the Saskatchewan 
Hospital Association, held Saskatoon during October, 
the Honourable Walter Erb, Minister Public 
Health, noted that there were some “inequities” the 
proposed hospital construction grants plan 
cated there may some “modifications”. 

The Executive the Association was empowered 
continue its investigations and implement proposed 
province-wide pension plan for hospital employees. 
Portability the pension was stressed, hospital 
personnel move from various hospitals others 
the province. 


The Provincial Government’s Grants 
scheme was criticized three resolutions proposed 
the final session the two-day Catholic Hospital Con- 
ference Saskatchewan held Saskatoon. The 
resolutions were not specifically voted but were 
agreed to. 

The three resolutions protested that interest 
capital debts legitimate operating cost was not 
included; that the depreciation buildings and equip- 
ment was not included; and that non-inclusion these 
two expenses eliminated the good effect the proposed 
grants. 

The new grants formula provides for 70% the 
cost $15,000 per bed for base hospitals such those 
Saskatoon Regina; 60% the cost $13,000 
per bed for regional hospitals; and 40% the cost 
$10,000 per bed for community hospitals. These grants 
would less whatever was granted the Federal 
Government. 

was also noted that the principal existing capital 
debts would paid but not new debts incurred. 

The resolutions termed the removal deprecia- 
tion payment paid before the new grants “unilateral 
and arbitrary”. 

They urged the government reconsider the recom- 
mendations made meeting held August and 
proposed that the Saskatchewan Hospital Association 
intensify propaganda program bring the facts 
the new grants more closely the attention the 
public. 

Reverend Sister Helen Joseph Melville was 
elected president the organization. Also elected were 
Sister Beatrice Bigelow Tisdale, Vice-President; 
Sister Olivia Frances Melville, Secretary-Treasurer; 
and Sister Priscilla Estevan, immediate Past-Presi- 
dent. 


Saskatchewan has been elected member the Board 
Directors the newly established Canadian Nuclear 
Association, “to take special interest matters related 
education”. The Association has been formed 
provide liaison between the various industries, utilities, 
educational institutions, government bodies and other 
agencies having common interest the development 
nuclear power, and the use radioisotopes. 


During November, Professor Asratyzn, Director 
the Laboratory Physiology, Moscow, spoke 
“The Role the Brain the Compensation Func- 
tions” the University Saskatchewan. Professor 
Asratyzn was visiting Canada part plan for 
scientific exchange between the Academy Sciences 
and the National Research Council Canada. 


recent announcement the University 
Saskatchewan, three appointments the College 
Medicine were noted. Dr. Andrews Prince 
Albert becomes Clinical Associate the Department 
Ophthalmology; Dr. Ashwin has been named 
Research Associate the Department Physiology; 
and Dr. Williams has been appointed Sessional 
Lecturer the Department Social and Preventive 
Medicine. 
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grant $40,250 has been awarded the U.S. 
National Institutes Health, Bethesda, Maryland, 
Dr. Woodford, Assistant Professor Bio- 
chemistry the University Saskatchewan. The 
amount will paid over three-year period. Dr. 
Woodford will study the biological synthesis nor- 
adrenaline and adrenaline. 


With the closing the Prince Albert Sanatorium, 
Saskatoon Sanatorium can expect influx patients 
which will probably necessitate reopening the upper 
floor the building and the hiring additional staff. 


expected that patients from Prince Albert will 
divided fairly evenly between the Saskatoon Sana- 
torium and Fort San the Qu’Appelle Valley. 
the Indian patients will probably Fort San. 


The decision close the Prince Albert Sanatorium 
was made because the number beds used was 
diminishing. The three sanatoria had capacity 
662 beds but October only 419 these were 
use. Prince Albert can accommodate 143 patients 
but presently has 107. Saskatoon’s capacity 219 and 
presently has 180 patients. Fort San has capacity 
300 beds and has 134 patients. 


The closing the Prince Albert Sanatorium will 
mean bigger reduction both the urban and rural 
levies and estimated saving $325,000 per year. 


Dr. Harold Estey Saskatoon was inducted 

Fellow the American College Surgeons the 

Clinical Congress the American College Surgeons 
held San Francisco during October. 

Peacock 


ONTARIO 


Mr. Garfield Weston has placed million dollars 
the disposal the Banting and Best Department 
Medical Research, University Toronto. The gift 
believed largest donated for medical research 
the history .the university. The money will 
into newly established foundation named the Charles 
Best Foundation, which was established for the 
purpose channelling funds from such grants into 
the Banting and Best Department Medical Research. 


The Weston grant will used support projects 
already established the Banting and Best Depart- 
ment and finance additional projects yet de- 
veloped. 


During the past autumn Dr. Best has addressed 
scientific gatherings Madrid, Athens, 
Jerusalem, Copenhagen, Vienna, 
London. After the New Year will attend the ninth 
postgraduate course Diabetes and Basic Metabolic 
Problems arranged the American Diabetes Associa- 
tion New Orleans, Louisiana, and July will 
speak the International Diabetic Federation 
Geneva, Switzerland. 


$900,000 tuberculosis research fund 
established the National Sanitarium Association. 
will called the Muskoka Hospital Research Fund 
and will directed medical committee 
headed Dr. Farquharson. Other advisory 
committee members are: Dr. John Hamilton, Professor 
Pathology, University Toronto, vice-chairman; 
Dr. Rhodes, Director the School Hygiene, 
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University Toronto; Dr. Brink, formerly 
Director Tuberculosis Control for Ontario; Dr. Hugh 
Coulthard, Chief Surgery, Toronto Hospital for 
Tuberculosis, and Dr. Harris. 


The name the fund was chosen commemorate 
the first tuberculosis sanatorium 
Muskoka Hospital, which opened 1896. was closed 
this year and sold for $900,000, the initial amount 
the new fund. 


recent study 100 consecutive admissions each 
Ontario’s six tuberculosis hospitals showed that 28% 
patients had bacilli resistant streptomycin, 14% 
resistant isoniazid, and resistant para-amino- 
salicylic acid. 


The Ontario Medical Association held conference 
problems handicapped children, which was 
attended representatives organizations with 
provincial jurisdiction over services these children. 
The Association has appointed full-time director 
carry out survey which will interpret the existing 
needs, make broad recommendations help agencies 
their planning, and help develop more integrated 
and co-ordinated approach. 

Dr. Sturgeon, leave absence from 
the Welland and District Health Unit, will conduct 
the survey. 


Dr. Stoner, Toxicology Research Unit, Medical 
Research Council Laboratories, Carshalton, Surrey, 
England, gave lecture “Biochemical Response 
Injury” the School Graduate Studies, University 


Dr. Rocke Robertson, Department Surgery, Mc- 
Gill University, addressed the Essex County Medical 
Society the subject “Intestinal Obstruction” 
the November meeting the Society. Dr. Neil Mac- 
Donald discussed the paper, reporting patients 
with bowel obstruction encountered the Windsor 
area during 1958 and 1959; these patients were 
treated surgically, eight whom died; were treated 
medically and none this group died. The ages 
these patients ranged from seven months years, 
the majority being between and years age. 
Fifty-two per cent obstructions were the result 
adhesions. 


St. Joseph’s Hospital, Sarnia, has been awarded 
$95,250 the Federal government assist the 
construction 45-bed pediatric wing and living 
quarters for seven interns. 

The Penetanguishene General Hospital has 
granted $8000 provide accommodation for nurses. 


The Surgical Fellowship Group the Essex County 
Medical Association recently met the Leamingtoa 
Medical Centre where program was provided Dr. 
Lyon and his associates. Later the month this 
group attended two-day surgical meeting Cincin- 
nati, Ohio. 


The Medico-Legal Society Windsor was addressed 
Chief Justice McRuer the High Court 
Ontario its November meeting. 

CHASE 


SI 
| 
Hen 


Canad. 


MAGNAHEMIN minimizes the 
chance inadequate irregular 
hemoglobin response due for- 
interruption therapy because 
intolerance. Fulfills patient pref- 
erence for comfortable, easily re- 
membered, anti-anemia regimen. 
Provides full daily dosage im- 
proved iron, ferrous fumarate, 
single capsule—excellently tolerated 
and remarkably efficient. 


Hematinic Lederle 


AND 
STEADY 


only one-capsule-a-day 


MAGNAHEMIN 


CYANAMID CANADA LIMITED Montreal 


Each capsule contains: 
Vitamin with AUTRINIC® 


Intrinsic Factor Concentrate 
U.S.P. Oral Units 


Ferrous Fumarate...... 350 
lron (as Fumarate)..... 115 
Ascorbic Acid (C)....... 150 


Reg. Trademark Canada. 


~ 
| 
. 


ABSTRACTS 


Canad. 
Dec. 24, 1960, vol. 


ABSTRACTS 


MEDICINE 


Disturbances Porphyrin Synthesis Sideroachrestic 


90: 934, 1960 (German). 


group congenital, hereditary hypochromic anemias 
were described 1941 one the authors and 
were given the name, sideroachrestic anemias. More 
recently similiar type acquired anemia has been 
recognized for which the name refractory sideroblastic 
anemia has been suggested. This acquired form had 
been observed lead poisoning, other intoxications 
and, well, association with various blood disorders. 

The main features these sideroblastic anemias are: 
(1) total partial hypochromia the peripheral 
blood, (2) markedly elevated serum-iron, (3) increase 
the erythroblastic precursors the bone marrow, 
(4) marked increase sideroblasts, erythroblasts and 
granule-containing normoblasts, (5) diminished intake 
radioactive iron the erythrocytes, (6) normal 
only slightly diminished survival time 
and (7) siderosis the liver and other organs, which 

Studies the porphyrin metabolism both heredi- 
tary and acquired sideroachrestic anemias revealed 
interesting and characteristic differences between the 
various forms these conditions. The hereditary form 
shows marked elevation coproporphyrins the 
red cells, while the acquired and other symptomatic 
anemias there also increase erythrocyte proto- 
porphyrins. 

Disturbance porphyrin synthesis apparently 
localized its pre-delta-amino levulinic acid stage, 
and one case described where this was actually 
demonstrated. Thalassemia likewise belongs 
group diseases, and this disorder well 
lead poisoning increase urinary proporphyrins and 
erythrocyte protoporphyrins, and considerable elevation 
delta-arnino-levulinic acid, have been found. In- 
creased excretion this acid the urine occurs lead 
poisoning even before clinical symptoms appear and 


Neurological Complications Myxedema. 


addition slowing tendon reflex reactions and 
myotonia, myxedema may associated with such less 
well-known neurological changes peripheral neuritis, 
painful cramps and paresthesias. Occasional reports 
the older literature suggested that cerebral, cerebel- 
lar, extrapyramidal and brain stem lesions might also 
occur association with this disease. what extent 
these rare syndromes are due myxedema itself, 
associated atherosclerotic changes, difficult 
determine. group myxedematous patients 
described this report were classified five sub- 
groups: (1) Those group had myxedema, slow 
tendon reflexes and characteristic mental changes. (2) 
Patients group had moderate polyneuritic mani- 
festations addition the findings group (3) 
Those group had localized cerebral syndromes 
only indirectly associated myxedema, which were 
probably due arteriosclerotic cerebrovascular disease. 


However, was considered that the cerebral athero- 
sclerosis was probably attributable myxedema 
because these changes appeared relatively young 
patients. (4) group typical pseudo-tabes was 
present. (5) group posterior column involvement 
was also found. Typical examples illustrating each 
group were described. The majority the patients 
were classified group which myxedema was 
associated with pseudo-tabes. The chief complaints 
patients this group were sensations cold, dryness 
the skin, anesthesia hypoesthesia stocking 
type extending the knees, continuous pain with 
burning sensation the lower legs, frequent leg 
cramps and stumbling walking. addition, mental 
slowing, impaired concentration and memory changes 
were present. Examination revealed positive findings 
keeping with these complaints, including marked 
ataxia made worse walking with the eyes closed 
the dark. 


The author urges that when patient first examined 
and myxedema suspected, thorough neurological 
examination should carried out. Not infrequently 
pseudotabetic and posterior column involvement will 
detected. This particularly important, 
placement therapy with thyroid may cause rapid dis- 
appearance both general and neurological symptoms. 
one case the author reported that treatment the 
myxedema was followed reversal neurological 
signs and symptoms which had been present for many 


Grosin 


SURGERY 


Management Carotid Body Tumours. 
Brit. Surg., 47: 605, 1960. 


After study seven cases Westminster Hospital 
and the reported experiences others, several recom- 
mendations regarding the treatment carotid body 
tumours are advanced. Though slow growing, carotid 
body tumours may malignant and metastasize 
the lymphatics and the blood stream well 
filtrate local structures such the vagus and hypo- 
glossal nerves. there doubt regarding the nature 
the cervical tumour, open biopsy, planning formal 
removal, the best course. The diagnosis seldom 
made preoperatively. Arteriography helpful. 

The best treatment removal without damaging the 
common and internal arteries, but this cannot 
accomplished graft should used restore arterial 
continuity since there reliable method predict- 
ing which patients will become hemiplegic the 
internal carotid tied. Hypothermia during the opera- 
tion and postoperative care with the patient flat are 
recommended. the resection must too close 
the skull for grafting, the internal carotid may tied 
its pressure over 60% normal when the com- 
mon and external carotids are compressed. 

Supervoltage radiotherapy may value the 
treatment inoperable and metastasizing tumours. 

Burns PLEWES 
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Further Studies with Serotonin and Experimental Pul- 
monary 


Nanson: Ann. Surg., 151: 501, 1960. 


has been recognized that the dramatic clinical effects 
pulmonary embolism cannot explained the 
basis mechanical vascular blocking alone, and that 
serotonin may possible cause. Experiments were 
devised compare the effects fresh blood clots 
predetermined size with those both crude and 
purified serotonin. The response pulmonary hyper- 
tension, peripheral hypotension, hypernea and defeca- 
tion was similar with each. The protecting effect 
heparin was the same each case, and the signs were 
variably less, the blood pressure fall being only transient 
and the hypernea and defecation less frequent and 
less severe. 


The therapeutic effect heparin intravascular 
thrombosis and pulmonary embolism suggests that 
heparin antagonist the underlying agent responsible 
for pulmonary vasoconstriction. also shown that 
heparin does not reduce the effect other agents used 
produce mechanical arteriolar blocking. 


suggested that intravenous heparin 5000 
unit doses given emergency measure patients 
with pulmonary embolism. Burns 


Ileus the Colon. 


Surg., 81: 425, 1960. 


possible for adynamic ileus affect only one part 
the gastrointestinal tract. Though generalized para- 
lytic ileus common condition, seen most often 
surgeons after operation, eight cases which 
serious distension the large bowel occurred are 
reported and discussed. most cases mechanical 
bowel obstruction was suspected but barium enema 
failed confirm this. Two the patients died without 
evidence interference with blood supply 
point obstruction autopsy. several, peritonitis, 
localized abscess pneumonia appeared 
the ileus. Perforation the cecum can occur such 
cases, did two these eight patients. Lapa- 
rotomy and cecostomy may suddenly become manda- 
tory the presence this condition. 

Burns 


Non-Specific Ulcers Sigmoid 


81: 535, 1960. 


This report brings the number reported cases 
simple non-specific ulcers the sigmoid colon. 
Rectal bleeding and constipation are the most common 
complaints. Diagnosis difficult without laparotomy. 
Perforation frequent and segmental resection 
recommended when the ulceration found. 


the one case reported this article, the 
had pale indurated appearance over the ulcerated 
area. After some handling, serosal petechiae appeared 
this area and there was some enlargement the 
adjacent lymph nodes. When the bowel opened 
the ulceration was found the antimesenteric 
border. most the reported cases the ulcerations 
have ranged from mm. approximately mm. 


Canad. 
Dec. 24, 1960, vol. 


DERMATOLOGY 


Curettage and Electrodesiccation the Treatment 
Skin Cancer. 


Martin: A.M.A. Arch. Dermat., 82: 197, 1960. 


evaluation presented the results obtained 
345 patients with 765 epitheliomas the basal and 
squamous-cell types which were treated curettage 


the group followed for five years longer, the 
cure rate was 96.67%, which compares favourably with 
results obtained other methods currently used 
the treatment skin cancer. The cure rate for all 765 
lesions was 98.30%, the maximum 
years and the minimum six months. Recurrences 
presented problem re-treatment and there were 
metastases deaths. The advantages and dis- 
technique treating epitheliomas are discussed. 

ROBERT JACKSON 


IMMUNOLOGY 


High Molecular Weight Antibodies. 


York Sc., 86: 966, 1960. 


High molecular weight gamma globulin 
physical and chemical properties different from those 
ordinary gamma globulin addition, third 
group “immunoglobulins”, the beta 
have been recently identified. 


The high molecular weight 


(1) Waldenstrém macroglobulin, (2) rheuma- 


toid factor, (3) properdin, (4) conglutinin, (5) cold 
agglutinins, (6) antibodies, (7) lupus 
factors, (8) iso-agglutinins, (9) sal. Rh. agglutinins, 
(10) leukoagglutinins, (11) thyroid auto-antibodies, 
(12) typhoid-paratyphoid agglutinins, (13) Wasser- 
mann antibodies. Some these belong partially 
Class globulins. 


The macroglobulins are characterized by: (a) 
certain sedimentation constant (18 the 
ultracentifuge, (b) faster electrophoretic mobility 
than ordinary gamma globulin, (c) antigenic properties 
different from those the ordinary globulin, (d) 
high carbohydrate content, (e) failure give passive 
cutaneous anaphylactic reactions, and (f) dissociation 
with sulfhydril compounds. Movat 


OTOLARYNGOLOGY 


Six Hundred and Forty-four Cases Cancer Larynx 
and Hypopharynx Treated Surgery Combined 
Irradiation and Surgery, Observed Five Years Longer. 


Abstracted Presse méd., 68: 1434, 
1960 (French). 


644 patients with cancer the larynx the hypo- 
pharynx who were treated surgical means with 
without radiation therapy, follow-up studies five 
years longer revealed that 47% were “five-year 
Among those with laryngeal cancer 
“cure” rate was 55%. The most favourable results were 
observed those treated primary operation followed 
Primary irradiation followed 
secondary operation was associated with less successful 
results. 
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